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281. The Fate of Bacteria in the Small Intestine 
J. M. S. Drxon. Journal of Pathology and Bacteriology 
[J. Path. Bact.] 79, 131-140, 1959. 41 refs. 


The small bowel of a healthy person contains only a 
few organisms. Experiments were carried out at the 
Public Health Laboratory, Cardiff, designed to deter- 
mine whether this is due to destruction of bacteria within 
the lumen of the gut or to their removal by peristaltic 
action before they can multiply. In rats a suspension 
of test organisms (a strain of Escherichia coli Type O 12, 
two strains of Chromobacterium prodigiosum, and a strain 
of Staphylococcus saprophyticus) was injected into a loop 
of intestine brought out under the skin of the abdominal 
wall, together with a suspension of erythrocytes labelled 
with radioactive chromium, which is not absorbed from 
the small intestine to any significant degree. After a 
specified period the animals were killed, the intestine was 
divided into segments by ligatures, and the bacterial and 
radioactive-isotope content was determined. 

It was found that the segment of intestine immediately 
below the site of injection was so empty of inoculum that 
the bacterial and radioactive-tracer counts were almost 
zero. On the other hand the recovery rate of organisms 
in more distal segments was such that 92-5°% of the bac- 
terial inoculum could be accounted for. It is concluded 
that there is no bactericidal action in the small intestine 
and that the jejunum is cleared of organisms by mechani- 
cal means alone. John M. Talbot 


CHEMICAL PATHOLOGY 


282. Cerebrospinal-fluid Proteins, Glycoproteins, and 
Lipoproteins in Obstructive Lesions of the Central Nervous 
System 

N. C. Hitt, N. P. Goipstein, B. F. McKenzie, W. F. 
McGuckin, and H. J. Sven. Brain [Brain] 82, 581- 
593, Dec., 1959. 6 figs., 24 refs. 


The effect of obstructive lesions of the central nervous 
system on the protein composition of ventricular and 
spinal fluid was studied at the Mayo Clinic. Ventricular 
fluid was obtained from 7 patients without obstruction of 
the ventricular system, 14 patients with ventricular 
obstruction, 5 patients with infantile communicating 
hydrocephalus, and one patient with papilloedema; 
spinal fluid was taken from 6 patients with a partial block 
and 6 with a complete block of the cervical or thoracic 
subarachnoid space. The concentrations in the fluid of 
total protein and total glycoprotein were determined and 
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also, by paper electrophoresis, those of individual pro- 
teins, glycoproteins, and lipoproteins. The Kolmer test 
for syphilis was carried out on all specimens. Intra- 
ventricular obstruction lowered the concentrations of 
total protein and albumin, but raised those of pre-albumin 
and f-globulin, in ventricular fluid. Spinal subarachnoid 
obstruction resulted in a decrease in the pre-albumin and 
an increase in the albumin concentrations of lumbar 
spinal fluid. The authors state that the protein patterns 
for spinal obstruction depend on the duration of the 
block and may be modified by changes in the barrier 
between the blood and the cerebrospinal fluid and by the 
addition of seromucoid from the lesion. The proteins 
in subdural hygroma appear to be derived from those in 
cerebrospinal fluid, but those in subdural haematoma 
are probably derived from the serum. J. E. Page 


283. The Intravenous Congo Red Test: a Description 
of Some Unrecognized Fallacies with Suggested Improve- 
ments 

W. K. C. MorGan and J. E. MuLes. American Journal 
of the Medical Sciences [Amer. J. med. Sci.| 239, 61-70, 
Jan., 1960. 2 figs., 10 refs. 


In this paper from the University of Maryland School 
of Medicine, Baltimore, certain fallacies and inaccuracies 
in the current method of measuring amyloidosis by the 
intravenous Congo red test are discussed. The Congo 
red test is based on the fact that amyloid tissue removes 
the dye from serum. Its accuracy rests on the assump-- 
tion that the dye is completely free to pass to amyloid 
tissue in the body; but evidence has been obtained in 
vitro by Larsen (Ann. rheum. Dis., 1958, 17, 240) that the 
serum proteins have a certain binding capacity for the 
dye. A further assumption is that all forms of secondary 
amyloid take up the dye with equal avidity, although it 
is known that the amyloid found in primary amyloidosis 
does not take up the dye so rapidly as that in secondary 
amyloidosis. Other sources of error are technical. The 
dye is eluted from serum with acetone, which precipitates 
protein. Sometimes some of the dye is adsorbed by the 
protein and on other occasions the supernatant is cloudy. 
A major improvement is claimed by using sodium 
sulphate solution instead of acetone for precipitation. 

From the results of tests by this improved technique 
on 40 patients with arthritic and other diseases the 
authors conclude that increased absorption of Congo red 
is probably no more frequent in rheumatoid arthritis with- 
out amyloidosis than in other conditions such as serum 
sickness and hepatic cirrhosis. H. Lehmann 
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284. Value of Plasma Pepsinogen Estimation 

K. Epwarps, R. P. Jepson, and K. F. Woop. British 
Medical Journal [Brit. med. J.| 1, 30-32, Jan. 2, 1960. 
1 fig., 12 refs. 


In this study of the relationship between the plasma 
pepsinogen level and gastric function and gastric cell 
mass, carried out at Sheffield Royal Infirmary, the plasma 
pepsinogen levels were estimated in 74 “* normal” (non- 
ulcer) subjects, 52 patients with functional dyspepsia, 28 
with chronic duodenal ulcer, 9 with “* single-episode ” 
duodenal ulcer, 34 with chronic gastric ulcer, and 49 who 
had undergone partial gastrectomy, a total of 246 sub- 
jects. Samples (5 ml.) of venous blood were examined 
by a modification of the method of Mirsky et al. (J. 
Lab. clin. Med., 1952, 40, 17) and the results expressed as 
units (wg.) of tyrosine released from 80 mg. of dehydrated 
plasma at 37° C. in 24 hours by 1 ml. of plasma. 

The plasma pepsinogen levels in the chronic duodenal 
ulcer group (mean 300, range 100 to 550 units) were 
much higher than those in the normal subjects (mean 
79, range 30 to 160 units), the patients with gastric ulcer 
(mean 90, range 10 to 164 units), and those with func- 
tional dyspepsia (mean 89, range 30 to 180 units). It 
is concluded that a single estimation of the plasma pep- 
sinogen level indicates the chief-cell mass of the stomach 
rather than the chief-cell activity. In the patients who 
underwent partial gastrectomy the postoperative plasma 
pepsinogen level was only about half the preoperative 
level. It is therefore suggested that determination of the 
latter level could give some indication of the amount of 
stomach to be resected in the treatment of chronic 
peptic ulceration. J. E. Page 


285. Contribution to the Study of the Renal Excretion 
of Sulphobromophthalein as a Test of Hepatic Function. 
(Contributo allo studio dell’eliminazione renale della 
bromosulfonftaleina come prova di funzionalita epatica) 
P. LuccueLui and A. MaGG!. Minerva medica [Minerva 
med. (Torino) 50, 4083-4085, Dec. 12, 1959. 12 refs. 


In this investigation, reported from the “‘ Guiseppe 
Fornaroli” Civil Hospital, Magenta, the authors have 
studied the urinary excretion of sulphobromophthalein 
(** bromsulphalein”’) as an index of hepatic function 
rather than its retention in the blood or its clearance by 
the liver, as is more usual. Their subjects included 23 
normal persons and 49 patients with various types of 
liver disease, in whom they studied sulphobromoph- 
thalein excretion for 5 hours only. They also studied 12 
patients with gross jaundice, 2 with haemolytic jaundice, 
3 with nephritis, and 7 with cirrhosis in whom they 
traced excretion for 24 hours. Excretion of less than 
1°%% of the dose administered in 5 hours was regarded 
as normal, of 1-1 to 1:5% as borderline, and higher values 
as pathological. 

Estimation of excretion during the first 5 hours was 
found to give a good indication of liver function unless 
there was jaundice, in which case it was more valuable 
to follow excretion for at least 24 hours. Direct hyper- 
bilirubinaemia, by competing for the excretory facilities 
of the liver, appeared to be a potent factor in delaying 
the excretion of sulphobromophthalein and thus reduced 


the value of the test. On the other hand in non-icteric 
patients close correlation was found between urinary 
excretion and blood clearance, suggesting that in such 
cases the taking of numerous blood samples for the pur- 
pose of measuring blood clearance may be avoided by 
measuring urinary excretion. 

Impairment of renal function, unless very gross, 
appeared to have little effect on the excretion of sulpho- 
bromophthalein. Although the presence of obstructive 
jaundice imposes certain special difficulties, it would 
seem that measurement of the renal excretion of sulpho- 
bromophthalein is of value as an index of liver function. 

A. C. F. Green 


286. The Biological Significance of the Anomalous 
Serum and Urinary Proteins of Myelomatosis, Lymphoma, 
and Other Conditions. [Review Article] 

J. A. Owen and C. Gor. Journal of Clinical Pathology 
[J. clin. Path.] 13, 58-68, Jan., 1960. Bibliography. 
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287. Results Obtained with the Antiglobulin Consump- 
tion Test and Investigations of Autoantibody Eluates in 
Immunohematology 

C. STEFFEN. Journal of Laboratory and Clinical Medicine 
[J. Lab. clin. Med.| 55, 9-28, Jan., 1960. 2 figs., 38 refs. 


The antiglobulin consumption tests are simple in 
principle. The indirect test consists in incubating a 
patient’s serum with dried normal cellular elements such 
as platelets or leucocytes. The cells are then washed 
completely free of uncombined serum proteins and incu- 
bated with a known standard antiglobulin serum. A 
difference of more than one tube in the titre of the anti- 
globulin serum before and after this test is counted as a 
positive reaction. The direct antiglobulin consumption 
test consists in measuring the titre of a known anti- 
globulin serum before and after incubation with platelets 
or leucocytes. 

At the Hanusch Hospital, Vienna, the author has used 
these techniques to examine sera from 469 cases of idio- 
pathic granulocytopenia or pancytopenia, in 35 (51°%) 
of which a positive result was obtained with leucocytes 
as the antigen, while of 64 cases of idiopathic thrombo- 
cytopenia a positive result was obtained with platelets in 
41 (64%). In both these series sera from control 
patients and healthy individuals gave negative results. 
Elution of the antibodies from the leucocytes and 
platelets was achieved and these antibodies, injected into 
animals, caused a significant reduction in the numbers of 
circulating leucocytes and platelets respectively. 

[This paper is lengthy, but worthy of study by all 
interested in immunohaematology.] I. Dunsford 


288. A Study of the Antigens of Normal Leukocytes 

J. J. Butter. Journal of Laboratory and Clinical Medi- 
cine [J. Lab. clin. Med.| 55, 110-115, Jan., 1960. 1 fig., 
11 refs. 


An attempt was made to produce antibodies in rabbits 
to human leucocytes from various donors. The rabbit 
sera were then freed of hetero-antibodies by absorption 
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with platelets, erythrocytes, or leucocytes from persons 
other than those used as the source of the antigen, and 
the absorbed sera were tested against leucocytes from 
several donors. The results were suggestive of the 
presence of iso-antigens in leucocytes. I. Dunsford 


289. Sedimentation Rate of Stored Blood, Using Seques- 
trene as the Anticoagulant 

I. D. MeLviLtLe and B. M. RirkInp. British Medical 
Journal [Brit. med. J.] 1, 107-109, Jan. 9, 1960. 2 refs. 


The authors carried out experiments at the Royal 
Infirmary, Glasgow, designed to determine how long 
blood treated with sequestrene can be stored before 
there is marked retardation in the erythrocyte sedi- 
mentation rate (E.S.R.). They had previously shown 
that when 1 mg. of sequestrene per ml. of blood was 
used as the anticoagulant there was no appreciable 
difference between the E.S.R. of blood ‘samples tested 
immediately and that of blood samples stored at 4° C. 
for 24 hours. In the present experiments they found 
that refrigeration of such blood samples for 48 hours 
resulted in marked retardation in the E.S.R. A similar 
unreliable result was obtained with blood stored at room 
temperature for more than 6 hours, but up to 6 hours no 
significant change in the E.S.R. was observed. 

The authors conclude that estimation of the E.S.R. in 
sequestrene-treated blood is satisfactory up to 6 hours 
after the blood is taken provided the sample is thoroughly 
mixed before assay. M. Sandler 


290. Influence of Erythrocytes on the Coagulation of 
Blood 

A. J. Quick. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 239, 51-60, Jan., 1960. 2 figs., 
44 refs. 


This paper from the Marquette University School of 
Medicine, Milwaukee, Wisconsin, is concerned with the 
clotting agent which is released from the erythrocytes 
by haemolysis. Experimental evidence is presented to 
show that this “ erythrocytin”” is formed in the plasma 
by a process in which platelets and a plasma factor 
activated by contact with glass are involved and is then 
partially removed by the erythrocytes. Only the quan- 
tity produced in excess of that lost to the erythrocytes 
contributes to the generation of thromboplastin and the 


consumption of prothrombin. Although the erythro- ~ 


cytin in intact erythrocytes is apparently not readily 
available for coagulation, slight injury to the erythrocyte 
can cause its liberation. Thus massive intravascular 
haemolysis must have a profound effect on blood clotting. 
H. Lehmann 


291. Thrombin Generation and Clot Retraction Studies 
in Paroxysmal Nocturnal Hemoglobinuria 

J. M. FLexner, J. V. Auprrore, and R. C. HARTMANN. 
American Journal of Clinical Pathology {Amer. J. clin. 
Path.| 33, 6-13, Jan., 1960. 6 figs., 14 refs. 


It has been suggested that the blood platelets are 
abnormal in paroxysmal nocturnal haemoglobinuria 
(P.N.H.) and that they are lysed in vivo by a plasma 
haemolytic system in the same way as are the erythro- 


cytes; certainly in this condition thrombocytopenia is 
often observed. Writing from Vanderbilt University 
School of Medicine, Nashville, Tennessee, the authors 
report the results of studies of thrombin generation and 
clot retraction in 5 patients suffering from P.N.H. From 
these studies, however, they could find no positive evi- 
dence in favour of the postulated platelet defect. In 
particular, thrombin generation in platelet-rich plasma 
was normal and was reduced substantially in platelet- 
free plasma to the degree found in samples of normal 
plasma. Clot retraction, too, paralleled the platelet 
count in plasma clotted by thrombin in exactly the same 
way in both P.N.H. and normal plasma. The survival 
of platelets on storage in vitro also appeared to be normal. 
Despite the lack of any positive evidence for some 
abnormality affecting the platelets the authors conclude 
that the possibility of damage to the platelets in vivo 
remains. They suggest that the thrombopenia could be 
due to the presence of thromboplastin-like material 
derived from haemolysed erythrocytes or even result 
from the liberation of ‘‘ non-haemolytic thromboplastic 
activity” from these cells. J. V. Dacie 


292. Fresh, Disintegrated Platelets in Radiation 
Thrombocytopenia: Correction of Prothrombin Con- 
sumption without Correction of Bleeding 

P. F. Hyort, V. PERMAN, and E. P. Cronkite. Pro- 
ceedings of the Society for Experimental Biology and ~ 
Medicine [Proc. Soc. exp. Biol. (N.Y.)] 102, 31-35, 
Oct., 1959. 4 figs., 13 refs. 


This work, reported from Brookhaven National 
Laboratory, Upton, N.Y., represents a further approach 
to the problem of assessing the importance of two main 
functions of the blood platelets, namely, the mechanical 
action of intact platelets and the role of the platelet in 
the coagulation mechanism. Fresh platelets obtained 
from dogs and suspended in saline in a concentration 
of 1 to 2 million per c.mm. were either immediately 
transfused intact or were first disintegrated in a sonic 
oscillator. In recipient dogs rendered thrombocytopenic 
by x-irradiation infusion of the intact platelets had an 
immediate and dramatic effect on the bleeding tendency, 
whereas infusion of the disintegrated platelets, while 
increasing the prothrombin consumption towards normal, 
had no effect on the bleeding tendency. It is therefore 
concluded that a normal clotting system, including plate- 
let factors, is not sufficient for normal haemostasis, but 
that the mechanical effect of intact platelets is also 
required. Thus infusion of damaged platelets or platelet 
substitutes cannot benefit the bleeding tendency in 
thrombocytopenia. A. Brown 


293. Hemosiderin Estimations and Sideroblast Counts 
in the Differential Diagnosis of Iron Deficiency and Other 
Anemias. [In English] 

H. A. HANSEN and A. WEINFELD. Acta medica Scan- 
dinavica [Acta med. scand.| 165, 333-356, 1959. 3 figs., 
43 refs. 


From Sahlgrenska Sjukhuset, Gothenburg, Sweden, 
the authors report the result of a study of the value of 
haemosiderin estimations and sideroblast counts on the 
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bone marrow in the differential diagnosis of iron-defici- 
ency and other anaemias. Technical errors are rare in 
sideroblast counting, but good marrow preparations are 
required for haemosiderin estimations. They consider 
that the combined use of the two methods gives a most 
exact picture of the iron stores and available iron. The 
sideroblast count averaged 42°% in 39 normal control 
subjects, and in none was it less than 12°. No haemo- 
siderin was found in 7 of the controls. In 25 patients 
with severe iron-deficiency anaemia the haemosiderin 
value, sideroblast count, and serum iron level were low. 
The sideroblast count was subnormal in all of 17 patients 
with acute haemorrhagic anaemia even if haemosiderin 
was present in normal amounts. Of 22 cases of infec- 
tious-toxic anaemia with a low serum iron content but 
without bleeding, all had a normal sideroblast count 
and a normal or enhanced haemosiderin value. In 10 
cases of haemolytic and 25 of pernicious anaemia both 
values were increased. 

The authors conclude that “‘ whereas the amount of 
haemosiderin can be taken as [a] rough measure of the 
size of the iron stores, the presence of sideroblasts merely 
indicates whether any iron actually is available”. 

Janet Vaughan 


MORBID ANATOMY AND CYTOLOGY 


294. Interpretation of Chromosome Counts Made on 
Bone-marrow Cells 

W. M. Court Brown, P. A. Jacoss, and R. DOLL. 
Lancet [Lancet] 1, 160-163, Jan. 16, 1960. 11 refs. 


In the recent work on human chromosomes bone 
marrow has been the tissue most commonly studied. 
It is unusual for every metaphase cell studied to have the 
same number of chromosomes, the chromosome counts 
obtained being distributed about a modal number which, 
except in leukaemia, is accepted as the true somatic 
chromosome number of the subject. This variability is 
generally considered to result from the presence of 
artefacts in the cell preparation. Cells having less than 
the modal number of chromosomes are thougitt to have 
been ruptured in the course of preparation and, as a 
result, to have lost one or more chromosomes. Cells 
with more than the modal number of chromosomes are 
less frequently found, so that the distribution is negatively 
skewed about the mode, and the finding is thought to be 
the consequence of wide splitting of a chromosome at its 
centromere, so that each chromatid is counted as a 
chromosome, or of the inclusion of a chromosome from 
an adjacent ruptured cell. It is also possible, however, 
that cells may arise in normal bone marrow with more or 
fewer chromosomes than the normal number, and it is 
also possible that in certain circumstances such cells 
might persist to give rise to a chromosomal mosaic of 
two or more cell lines of different chromosome consti- 
tution. 

In this paper from the M.R.C. Group for Research 
on the General Effects of Radiation and the M.R.C. 
Statistical Research Unit, the results of published and 
unpublished chromosome studies by the former are 
analysed (1) to establish the distribution of chromosome 


counts about the normal mode of 46 in a series of indi- 
viduals with an apparently normal karyotype, and (2) 
to determine whether individuals with an abnormal 
modal number of chromosomes have a significantly 
greater number of non-modal cells. The first series 
consisted of 67 persons, including 10 normal subjects as 
well as patients with the testicular feminization syndrome, 
ankylosing spondylitis, testicular neoplasms, male gona- 
dal dysgenesis (with 46 chromosomes), primary amenor- 
rhoea, megaloblastic anaemia, and various congenital 
or genetically determined conditions. A total of 1,602 
cells were examined, 12-1°% of which gave chromosome 
counts of less than 46 and 2:9%% counts in excess of 46. 
The homogeneity of this material was ensured by testing 
the distribution of the chromosome counts for each 
group of patients separately against the results for all 
the other groups. By similar analysis it is shown that 
in 4 cases of Turner’s syndrome with a modal chromo- 
some number of 45 and in 13 patients with a modal 
number of 47 (mongols, patients with Klinefelter’s syn- 
drome, and a “ super-female ’’) there was no significant 
excess of non-modal cells. Nevertheless, in view of the 
small number of cases examined, the authors suggest 
that it should not be finally accepted that an abnormal 
karyotype is not associated with an abnormal variability 
of chromosome number. 

The criteria which should be satisfied for the demon- 
stration of a chromosomal mosaic are discussed in the 
light of these results. It is recommended that the 
number of cells with counts differing from the modal 
number must be greater than can reasonably be attributed 
to chance; that the excess of atypical cells should be 
demonstrated on two or more separate bone-marrow 
biopsies, or better still in two or more tissues; and that 
evidence should exist that the missing or additional 
chromosomes are the same ones in different cells. 

A. G. Baikie 


295. Studies of Celiac Disease. I. The Apparent Identi- 
cal and Specific Nature of the Duodenal and Proximal 
Jejunal Lesion in Celiac Disease and Idiopathic Sprue 

C. E. Rustin, L. L. BRANDBORG, P. C. PHELPs, and H. C. 
TAYLOR Jr. Gastroenterology [Gastroenterology] 38, 
28-49, Jan., 1960. 17 figs., bibliography. 


To investigate the possible relationship between coeliac 
disease and idiopathic sprue the authors, working at the 
University of Washington School of Medicine, Seattle, 
examined 230 specimens of tissue taken from the proximal 
small intestine by peroral suction biopsy on 42 patients 
with well-established diagnoses of coeliac disease or 
sprue and 173 control subjects of suitable age, mainly 
with various gastro-intestinal disorders. The patients 
with coeliac disease ranged in age from one to 34 years 
and those with idiopathic sprue from 26 to 68 years. 
Clinical details and details of the treatment and “ thera- 
peutic status’ of the patients with coeliac disease and 
sprue are briefly given. The technique of peroral suction 
biopsy with a special biopsy tube fitted with a cylindrical 
knife is described. The importance of correct orientation 
of the specimen before fixation is stressed, the cutting of 
serial sections strictly at right angles to the mucosal sur- 
face and only from the centre of the biopsy being neces- 
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sary to avoid tangential artefacts. Moreover, the 
** Brunner artefact ’’ and the “‘ lymphoid artefact ’’ must 
also be guarded against. With this technique the normal 
villus pattern of the small intestine can be recognized 
from as early as 5 months foetal to as late as 68 years 
of age. The biopsy specimens were evaluated by the 
authors without knowledge of the clinical condition, and 
grading of the severity of change by different observers 
showed good agreement; in addition a modified Chalkley 
random point technique was used to measure epithelial 
height. 

All patients with coeliac disease or sprue showed diffuse 
reduction of the epithelial surface, varying in amount 
from one patient to another and between different areas 
in the same patient and without relation to the current 
clinical state. The most marked lesions showed, even 
macroscopically, gross reduction of the villus pattern 
and disorganization of the vasculature. The crypts 
were scattered in an expanded lamina propria and in 
most of the severe lesions there was a lymphocytic (never 
polymorphonuclear) infiltrate. The surface epithelium 
of the duodenum and proximal jejunum was often flat- 
tened and the cells showed a vacuolated cytoplasm and 
pyknotic nuclei. Usually this was associated with 
broad or completely absent villi. In the milder lesions 
villi were present, but broadened or fused before they 
extended into the crypts. Specimens from the patients 
with coeliac disease and sprue stained less easily with 
haematoxylin and eosin than those from the controls, 
and this is attributed to a chemical difference between 
the two. The diagnostic specificity of the findings was 
very high. One-quarter of the control subjects had nor- 
mal gastro-intestinal function, but all the others had 
disturbances which could reasonably be expected to 
result in lesions similar to those seen in coeliac disease 
and sprue. This differential diagnostic aspect is dis- 
cussed in some detail. The ileum in one case of adult 
coeliac disease and in one case of non-tropical sprue was 
found to be normal; in both cases the duodenum and 
jejunum were grossly abnormal. 

In conclusion it is stressed that the lesions of the 
proximal small intestine in coeliac disease and idio- 
pathic sprue are identical and are not present in any other 
form of malabsorption disease except tropical sprue. 
The authors state that biopsy is essential for diagnosis 
and that the characteristic histological changes persist 
in “ cured ” patients. F. Hillman 


296. The Nature and Origin of Schaumann Bodies 
W. J. Witutams. Journal of Pathology and Bacteriology 
[J. Path. Bact.| 79, 193-201, 1960. 9 figs., 22 refs. 


Schaumann bodies were originally shown to possess a 
shell-like basophilic component or conchoidal body. 
The author of this paper from the Welsh National School 
of Medicine, Cardiff, describes a further birefringent 
crystalline component occurring alone or in combina- 
tion with the conchoidal body. Tissue sections from 
cases of sarcoidosis, chronic beryllium disease, and pul- 
monary and lymph-node tuberculosis were examined. 
Schaumann bodies were present in 88% of the cases of 
sarcoidosis, 62°% of cases of chronic beryllium disease, 


and 6% of the tuberculous cases. The physical pro- 
perties of the crystals are described and the author sug- 
gests that these crystals, probably of calcite, act as a 
nidus for the deposition of the conchoidal body. The 
composition, origin, and properties of these bodies were 
found to be identical in all three conditions. 

; J. B. Wilson 


297. Congenital Bicuspid Aortic Valves and the Aeti- 
ology of Isolated Aortic Valvular Stenosis 

A. P. C. BAcon and M. B. MAtTrHews. Quarterly 
Journal of Medicine [Quart. J. Med.| 28, 545-560, Oct., 
1959 [received March, 1960]. 8 figs., bibliography. 


The investigation reported in this paper from St. 
Thomas’s Hospital, London, and the Department of 
Medicine, Edinburgh University, was undertaken to 
determine whether malformations of the aortic valve, 
particularly bicuspid aortic valves, might be the under- 
lying cause in some cases of aortic stenosis. A total of 
28 specimens of bicuspid aortic valves from cases of 
apparent congenital aortic stenosis, which were obtained 
from nine pathological museums in London, were exam- 
ined macroscopically. 

The ages of the patients ranged from one year to over 
70 years. Of the 24 specimens with cusps of equal size, 
6 had an accompanying congenital abnormality of the 
heart or aorta—coarctation of the aorta in 3, a bicuspid 
pulmonary valve in one, a minute third aortic cusp in 2. 
The 4 specimens with cusps of unequal size were included 
because of an accompanying congenital abnormality. 
Thickening of the valve cusps was present in only one 
patient under 20 years of age, but was universal in patients 
over 50. Calcification of the cusps was not seen in any 
patients under 40; it was found in all specimens from 
patients over 55. Altogether 13 specimens showed aortic 
stenosis, which was calcific in all except one. 

The authors state that processes of thickening and cal- 
cification can cause aortic stenosis without any fusion of 
the commissures, and that calcific aortic stenosis occur- 
ring in old age is, in the majority of cases, the result of a 
degenerative rather than a rheumatic process. Subacute 
bacterial endocarditis was confined to the age group 30 
to 59 years and occurred in 7 of 13 patients in that group. 

H. Caplan 


298. Lesions of Myocardial Fibrosis in Fibrocystic 
Disease of the Pancreas. (Lésions de fibrose myocar- 
dique au cours de la maladie fibro-kystique du pancréas) 
C. NezeLor and P. Lancret. Archives frangaises de 
pédiatrie [Arch. frang. Pédiat.| 16, 1035-1046, 1959. 
4 figs., 28 refs. 


The authors report 4 fatal cases of myocardial fibrosis - 


in patients aged between 2 days and 18 months which 
occurred in a series of 44 cases of fibrocystic disease of 
the pancreas studied at the Hépital des Enfants-Malades, 
Paris. In all 4 cases the heart was enlarged, mainly due 
to left ventricular dilatation. Microscopical examina- 
tion showed that in 3 of the cases there was extensive 
diffuse and focal fibrosis, characteristically paravascular 
in distribution. The vessels appeared to be normal and 
were not occluded. The fibrous tissue included many 
fibroblasts and histiocytes. Leucocytes, however, were 
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rare, and abnormal deposits such as amyloid and haemo- 
siderin were not present. In the 4th case, in a child 
aged 8 months, the lesions consisted of focal myocardial 
necroses of recent origin, principally subendocardial. 
It is suggested that these probably represent an early 
stage of the disease. 

The authors discuss various theories of aetiology. 
They dismiss the proposition that this condition is essen- 
tially a cardiac lesion, nor do they accept that it is of toxic 
origin. They consider rather, because of various clinical 
and anatomical similarities with infantile beri-beri, that 
the lesions are probably due to avitaminosis, in particular 
lack of vitamin B,; (aneurin), consequent upon disturb- 
ances of the intestinal fiora and prolonged antibiotic 
therapy. H. Caplan 


299. The Frequency of Gross Vascular Invasion in Lung 
Cancer with Special Reference to Arterial Invasion 

D. M. Pryce and J. B. WALTER. Journal of Pathology 
and Bacteriology [J. Path. Bact.| 79, 141-146, 1960. 
19 refs. 


It has been suggested that while veins are commonly 
invaded by cancer cells, arteries seldom are. In this 
paper from St. Mary’s Hospital, London, and the Royal 
College of Surgeons of England the authors describe a 
study of 183 surgical specimens of the lung which was 
designed to determine the frequency of invasion of the 
arteries by pulmonary neoplasm. They found that this 
frequency tended to depend on the site of the tumour 
and its histological type, invasion being most common 
in cases of peripheral and oat-cell tumours. In general, 


however, the arteries and veins showed similar degrees 


of involvement, except that invasion of the large arteries 
was slightly less frequent than invasion of the large 
veins. 
It is suggested that embolism of groups of cells from 
these large.vessels is more likely to be serious than dis- 
semination of single cells from smaller vessels. 

J. B. Wilson 


300. The Pathology of Asthma, with Special Reference 
to Changes in the Bronchial Mucosa 

M. S. DuNNiLL. Journal of Clinical Pathology [J. clin. 
Path.) 13, 27-33, Jan., 1960. 7 figs., 18 refs. 


A careful description is given of the pathology of the 
lungs as seen post mortem in 20 patients dying in status 
asthmaticus at the Radcliffe Infirmary, Oxford. The 
main features were: (1) plugging of the smaller 
bronchioles and occasionally the larger bronchi with viscid 
mucoid material; (2) a cellular exudate of eosinophil 
_ granulocytes and detached epithelial cells; (3) marked 
thickening of the basement membrane; and (4) capil- 
lary dilatation and oedema. In some _ histological 
sections regeneration of damaged epithelium was 
observed. 

In an excellent discussion of the pathogenesis of the 
condition the author states his opinion that an inflamma- 
tory lesion of allergic origin is sufficient to cause bron- 
chial blockage without incriminating spasm of the 
bronchial muscle. The mucous exudate probably owes 
its viscid character to the addition of protein which passes 


out from the dilated capillaries. The failure to dislodge 
this mucoid material may be related to (a) its viscid 
character, (6) impairment of normal ciliary action, and 
(c) shedding of normal ciliated cells. It is finally sug- 
gested that the beneficial effect of adrenaline may be due 
to vasoconstriction of the pulmonary vessels, with lessened 
exudation, and not to relief of bronchospasm as has 
previously been taught. G. J. Cunningham 


301. The Pineal Body in Old Age. (Das Corpus 
pineale im Senium) 

B. HorAnyt. Wiener Zeitschrift fiir Nervenheilkunde 
und deren Grenzgebiete [Wien. Z. Nervenheilk.| 17, 
129-139, 1960. 5 figs., 28 refs. 


At the University Neurological Clinic, Budapest, the 
author examined the pineal body post mortem in 134 
subjects ranging in age from 24 to 98 years. Normal 
and probably functioning cells were present up to very 
old age. There were great individual variations between 
different persons in the relative amounts of connective 
tissue and functioning cells, but no senile plaques were 
found and the vascular system of the gland seemed to 
be relatively independent of that of the rest of the brain. 

W. Mayer-Gross 


302. Intracranial Involvement from Carcinoma of the 


Lung 

B. HALPeRT, E. E. Er1ckKson, and W.S. Fietps. A.M.A. 
Archives of Pathology [A.M.A. Arch. Path.] 69, 93-103, 
Jan., 1960. 8 figs., 17 refs. 


The incidence of intracranial involvement from cancer 
of the lung was studied in the necropsy records at the 
Veterans Administration Hospital, Houston, Texas, of 
363 cases in which death was due to primary carcinoma 
of the bronchus. In 338 of the 363 cases the brain was 
examined, intracranial involvement being found in 129 
(38-1%). Of 75 patients aged 50 years and under, 41 
(54-6°%%) had intracranial metastases compared with 88 
(33-4%) of 263 aged over 50. The incidence of intra- 
cranial involvement did not appear to be significantly 
related to the cell type of the tumour, except that colum- 
nar-cell carcinomata metastasized to the brain relatively 
more frequently than other types and over half of the 
tumours involving the hypophysis were reserve cell in 
type. The incidence of intracranial metastases was 
exceeded only by the incidence of involvement of lymph 
nodes, liver, and adrenal glands. A solitary intracranial 
metastasis was found in 44 cases, there being multiple 
foci in the remaining 85 cases. A solitary focus was 
located in the mid-brain, pons, and pineal body in a 
single case each and in the hypophysis in 13 cases; 
the dura mater was the only site of involvement in 5 
instances. In 30 of the 129 cases symptoms of disturb- 
ance of the central nervous system were the presenting 
features. R. Wyburn-Mason 


303. The Mechanism of Cerebral Contusions. A Patho- 
logic-anatomic Study 

R. LiInDENBERG and E. FreytaG. A.M.A. Archives of 
Pathology {A.M.A. Arch. Path.] 69, 440-469, April, 1960 
30 figs., 31 refs. 
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Microbiology and Parasitology 


304. Some Virus Isolations from Common Colds. I. 
Experiments Employing Human Volunteers 

D. A. J. TyRRELL, M. L. Bynoe, G. Hitcucock, H. G. 
PereiRA, and C. H. ANpbrReEwes. Lancet [Lancet] 1, 
235-237, Jan. 30, 1960. 12 refs. 


After the apparently successful transmission of a strain 
(D.C.) of the common cold virus in roller-tube tissue 
cultures of human embryonic lung, carried out at the 
M.R.C. Common Cold Research Unit, Salisbury, in 
1953, subsequent attempts to repeat the experiment met 
with no success. In the intervening years a variety of 
tissue cultures and modifications of technique have been 
systematically investigated with the aim of discovering a 
means of propagating the virus, the presence of which in 
tissue culture material was tested for by the intranasal 
inoculation of human volunteers. Various organ tissues 
were tried, but although the virus apparently survived 
one passage in cultures of human embryonic trachea, 
no success was obtained with human embryonic oeso- 
phagus, skin, nasal epithelium, or intestine or with 
roller-tube cultures of monkey kidney in Medium 199, 
Enders’s medium, and 0-5°% lactalbumin hydrolysate in 
Hanks saline with addition of yeast extract. When, 
however, a trial was made of human embryonic kidney 
in Medium 199 it was observed that colds resulted from 
the inoculation of volunteers up to the fourth passage 
with two strains of virus, namely, H.G.P. and P.K. 

This finding led to a closer study of tissue culture con- 
ditions in an attempt to improve the yield of virus. 
Colds were found to be produced in significant numbers 
with material up to the 8th passage when 0-5°% bovine 
plasma albumin (Fraction V) and 0-1% glucose were 
added to Medium 199, provided the cultures were incu- 
bated at 33° C. and harvested on the 4th day after inocu- 
lation. However, at the eighth passage strains H.G.P. 
and P.K. produced symptoms in a smaller proportion 
of volunteer subjects, possibly, it is thought, owing to 
attenuation of the virus on passage in tissue cultures. 
Careful control experiments were made to exclude the 
possibility of misleading results arising from the “‘ carry 
over ” of virus from the original inoculum, the activation 
of latent virus in the volunteers, or the presence of latent 
virus infection in the tissue cultures. Two strains of 
common cold virus were found to be ether-resistant and 
one (Strain H.G.P.) was inactivated by humany globulin 
and by treatment at pH 2. J. E. M. Whitehead 


305. Some Virus Isolations from Common Colds. II. 
Virus Interference in Tissue Cultures 

G. Hircucock and D. A. J. TyrreLit. Lancet [Lancet] 
1, 237-239, Jan. 30, 1960. 1 fig., 5 refs. 


After it had become evident from the results of inocu- 
lation of human volunteers [see Abstract 304] that the 
propagation of three strains of common-cold virus, 
H.G.P., P.K., and F.E.B. in human embryonic kidney 
tissue cultures had been successful it became especially 
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important to discover a means of recognizing virus- 
infected tissue cultures without recourse to the use of 
human subjects. No cytological abnormalities could be 
demonstrated by a variety of staining methods, nor could 
any excessive loss of cell proteins into the medium of the 
infected cultures be detected. However, when the tissue 
cultures were inoculated with these strains of common 
cold virus and subsequently ‘‘ challenged ”’ 5 days later 
by the inoculation of one or other of two haemagglutinat- 
ing viruses, either para-influenza virus Type 1 (Sendai) 
or E.C.H.O. virus, Type 11, it was observed that the yield 
of haemagglutinin developing in the common-cold- 
infected tissue culture fluid was significantly lower than 
in control uninfected cultures. Control experiments 
were made to exclude the possibility that this interference 
effect was due to known viruses, bacteria, or pleuro- 
pneumonia-like organisms. By making use of this effect 
Strain H.G.P. was shown to be inactivated by heating to 
56° C. for 30 minutes and to be capable of passing a 
filter membrane with an average pore size of 290 my. 
J. E. M. Whitehead 


306. Some Virus Isolations from Common Colds. III. 
Cytopathic Effects in Tissue Cultures 

D. A. J. TyrRRELL and R. Parsons. Lancet [Lancet] 1, 
239-242, Jan. 30, 1960. 3 figs., 3 refs. 


In this third study [see Abstracts 304 and 305] the 
authors report that in the course of cultivating Strain 
P.K. of the common cold virus an unsatisfactory batch 
of Medium 199 led to the use of a batch of medium of 
lower (0-09°%) than normal (0-16%) sodium bicarbonate 
content. With this medium, and later with others of a 
low bicarbonate content, a definite cytopathic effect was 
observed in cultures of Strains H.G.P., P.K., and F.E.B., 
foci of degeneration appearing in the cell sheet after 2 to 
7 days’ incubation. Sometimes these foci increased in 
size during the next 5 to 10 days, but on other occasions 
there was little progression. The refractile cells drew 
away from the surrounding cells, developed an irregular 
outline with long branching processes, and later became 
rounded up and detached from the glass. 

Two of these strains were found to produce cytopathic 
effects in rhesus monkey kidney cultures, especially in 
sparsely grown secondary cultures maintained at 33° C. 
in a roller drum using a medium of very low (0-03%) 
sodium bicarbonate content. Control tests were made 
to ensure that the cytopathogenic agents were in fact 
derived from the nasal washings and were not known 
viruses, viruses latent in the tissue cultures, or. labora- 
tory contaminants. Neutralization tests made on the 
serum of subject H.G.P. at the onset and after the cold 
during which the virus was isolated showed at least a 
fourfold rise in titre. The H.G.P. virus was shown to 
pass a membrane filter with an’average pore diameter 
of 100 my, but not one of 69 mp, nor was the virus 
destroyed by treatment with fluorocarbon for 2 minutes 
at room temperature. The authors suggest that the 
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H.G.P., P.K., and F.E.B. viruses be referred to at present 
as “‘ Salisbury strains” until their significance becomes 
clearer, as their right to be called common cold viruses 
remains to be established. 

[There is no doubt that the results reported in these 
three papers represent a significant advance in the virology 
of the common cold.] J. E. M. Whitehead 


307. Study of Biological Properties of Dysentery 
Strains Tested on Chick Embryos and in Experimental 
Dysenteric Kerato-conjunctivitis. kK u3sy4e- 
HH} CBOHCTB WITAM- 
MOB IIpH HCMBIT€AHHH Ha KYPHHbIX 9MOpHOHAX Ha 
Kepa- 
TOKOHbIOHKTHBHTA) 

Ju. A. Bevasa. Muxpoduodoeuu, Dnudemuo- 


Aozuu u Ammyxoduonoeuu [Z. Mikrobiol. (Mosk.)] 
30, 44-47, Dec., 1959. 12 refs. 


It has been reported by several previous authors that 
freshly isolated strains of dysentery bacilli are capable 
of producing a keratoconjunctivitis after conjunctival 
inoculation into the guinea-pig’s eye in 100% of cases. 
The majority of laboratory strains are unable to cause 
this reaction. In a study reported from the Gamaleya 
Institute of Epidemiology and Microbiology, Academy 
of Medical Sciences, Moscow, this property of freshly 
isolated strains was compared with their pathogenicity 
for 10- to 12-day-old chick embryos, which are normally 
killed by inoculation into the yolk sac of a minimum 
lethal dose of 2 to 200 bacilli. In all, 121 strains of 
Sonne and Flexner V and W dysentery bacilli were 
examined. The capacity to cause keratoconjunctivitis 
in the guinea-pig was lost after 12 to 40 subcultures on 
nutrient agar. This loss of virulence as tested in the 
guinea-pig’s eye was paralleled by the chick-embryo test, 
in which the’ minimum lethal dose of strains incapable 
of producing eye lesions ranged from 2,000 to 200,000,000 
bacilli. K. Zinnemann 


308. Growth of Bacteria in Blood: Use of Cation Ex- 
change Resins for Enhancing or Suppressing Growth 

I. F. Huppieson. Bulletin of the World Health Organ- 
ization (Bull. Wid Hith Org.) 21, 187-199, 1959. 12 refs. 


In the culture of blood for the presence of bacteria 
it has been assumed that any selected medium in which 
a given bacterium grows well will also enhance its growth 
if it is present in blood added to the same medium. 
Citrated blood collected from a normal cow was used 
in experiments in which small numbers of Brucella 
abortus, Salmonella typhi, Escherichia coli, Staphylo- 
coccus aureus, and Streptococcus agalactiae were added 
to mixtures of 5 ml. of blood and 10 ml. of tryptose 
broth. While Br. abortus and Staph. aureus multiplied, 
none of the other organisms did so, suggesting that they 
had been killed by the natural bactericidal power of the 
blood. Further experiments were therefore carried out 
to determine whether it was possible to inactivate the 
natural antibacterial power of the blood sufficiently to 
permit growth to occur even in the absence of culture 
medium, such as broth. It was found that after the 
addition of optimum amounts of hydrogen and magnesium 


exchange resins together with sodium citrate, blood alone 
became an excellent culture medium for the rapid growth 
of Gram-negative and Gram-positive bacteria. 

R. Hare 


309. Studies of Atypical Mycobacteria. II. Compara- 
tive Investigations in Animals Concerning Their Patho- 
genicity and Virulence. (Untersuchungen an atypischen 
Mycobakterien. II. Vergleichende tierexperimentelle 
Untersuchungen zur Frage ihrer Pathogenitét und 
Virulenz) 

G. MEISSNER. Beitrdge zur Klinik der Tuberkulose und 
spezifischen Tuberkulose-Forschung [Beitr. Klin. Tuberk.] 
121, 365-380, 1959. 1 fig., 15 refs. 


At the Borstel Institute for Tuberculosis Research the 
pathogenicity and virulence of 79 strains of atypical 
mycobacteria, mostly obtained from human sources, were 
tested in guinea-pigs, white mice, white rats, rabbits, 
and hens. The strains used comprised Mycobacterium 
avium Battey strain (avian-like), photochromogenic 
strains, scotochromogenic strains, and rapidly growing 
saprophytic mycobacteria. Guinea-pigs were infected 
subcutaneously, intramuscularly, or intravenously, and 
the other animals intravenously with 0-1 mg. of atypical 
organisms or 0-01 mg. of typical mycobacteria. 

The saprophytic mycobacteria and most of the scoto- 
chromogenic strains were completely avirulent and non- 
pathogenic. The avian, Battey, and photochromogenic 
strains had a local pathogenicity, producing lesions (in 
the guinea-pig) confined to the site of injection and the > 
regional lymph nodes. They were avirulent. In white 
rats these organisms caused renal tuberculosis, the photo- 
chromogenic strains having the greatest effect. Isoni- 
azid-resistant typical mycobacteria were less virulent 
than sensitive organisms in guinea-pigs, rabbits, and 
mice, equally virulent in rats, and without effect in hens. 

: M. Lubran 


310. Leucocidal Agents of Haemolytic Streptococci 

A. W. BERNHEIMER and L. L. Schwartz. Journal of 
Pathology and Bacteriology [J. Path. Bact.| 79, 37-46, 
1960. 18 refs. 


This paper from New York University College of 
Medicine records an investigation of the effects of various 
products of haemolytic streptococci on living mouse 
leucocytes, mostly neutrophil granulocytes, which were 
obtained from mouse blood by allowing it to clot on a 
glass coverslip to which the leucocytes remained adherent 
when the clot was washed away. They were then brought 
into contact with the streptococcal products dissolved in 
Todd—Hewitt broth and observed directly by phase- 
contrast microscopy. Cysteine 1°% (w/v) was added to 
the broth when investigating streptolysin-O. 

Several preparations of streptolysin-O were examined 
and found to cause rapid and characteristic degenerative 
changes in the leucocytes. Haemolytic and diphospho- 
pyridine nucleotidase (DPNase) activities were assayed 
concurrently and the leucocidal activity was found to 
run roughly parallel to the haemolytic activity. The 
anti-leucocidal power of serum containing antistreptoly- 
sin-O could also be assayed by a modification of this 
method. Streptolysin-S was also found to be leucocidal 
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and produced degenerative changes similar to, but not 
identical with, those produced by streptolysin-O. Of the 
other preparations assayed, erythrogenic toxin, strepto- 
coccal proteinase, streptokinase, hyaluronidase, DPNase, 
and deoxyribonucleases A, B, and C were without 
observable effect. Tests with a crude protein concen- 
trate from a number of streptococcal strains failed, with 
one exception, to reveal the presence of other leucocidal 
agents. It is concluded that there is not as yet any con- 
vincing evidence for the existence of leucocidal agents 
produced by streptococci other than streptolysins O 
and S. John M. Talbot 


311. Reversal of Antibiotic Resistance in Hospital 
Staphylococcal Infection 

M. Barber, A. A. C. DuTTON, M. A. BEARD, P. C. ELMes, 
and R. WiLuiAMs. British Medical Journal (Brit. med. 
J.) 1, 11-17, Jan. 2, 1960. 4 figs., 16 refs. 


Hospital infections due to multiple-resistant strains of 
Staphylococcus pyogenes which occurred in the surgical 
wards of Hammersmith Hospital, London, were investi- 
gated by the authors at the Postgraduate Medical School 
of London over a period of 21 months. During this 
time measures taken to reduce cross-infection included 
isolation of infected patients when possible, disinfection 
of blankets, checks on sterilization procedures, and on 
two occasions the closing of wards. Some 6 months 
after the start of the study a policy designed to control 
the use of antibiotics in the hospital was introduced. 
This consisted in strict limitation of the use of penicillin, 
restrictions on the prophylactic use of all antibiotics, and 
the treatment of all infections with two antibiotics simul- 
taneously, each in full dosage. Details of the policy are 
given, including the combinations of antibiotics recom- 
mended for the most common infections. Erythromycin 
and chloramphenicol were not to be used together as 
there is evidence of cross-resistance between them. 

Of 5,239 patients admitted to the surgical wards of the 
hospital between October, 1957, and June, 1959, 452 
developed a staphylococcal infection, 44 out of 49 
generalized infections being caused by strains resistant 
to more than one antibiotic. During the course of the 
investigation the incidence of infection fell from 10°% to 
7%. At the beginning of the study 70°% of the organisms 
isolated were resistant to both penicillin and tetracycline, 
but only 36% by its end. The proportion of organisms 
sensitive to penicillin rose from 12% to 48%. Analysis 
of the strains by phage-typing showed the same trend 
towards penicillin sensitivity. The quarterly incidence 
of infection, the antibiotic sensitivities of the staphylo- 
cocci responsible, the incidence of generalized infection, 
and the mortality therefrom are all tabulated. About 
half the nursing staff were found to be nasal carriers, 
but throughout only about 3°% carried organisms resist- 
ant to more than one antibiotic. Of 1,138 patients in 
two wards examined, 344 (30°) were also nasal carriers 
- and 23% of the organisms carried were resistant to 
penicillin. Most of those who were carriers at the time 
of infection had the same strain in both nose and wound. 

The results of an attempt to assess virulence of the 
strains by the incidence of infection per strain (recog- 
nized by phage-type and antibiotic sensitivity) suggested 


that strains resistant to more than one antibiotic caused 


‘infection more frequently. This study indicates that 


appropriate measures can be taken to select strains 
sensitive to penicillin. The authors conclude that 
although it can be argued that changes in drug sensitivity 
are not important while new antibiotics are available, if 
multiple-resistant strains have enhanced virulence then 
any increase in sensitivity to one antibiotic may be 
valuable. Janice Taverne 


312. Antibody Response to Increased Amounts of Polio- 
myelitis Vaccine 

E. V. Barnett and S. Baron. American Journal of 
Hygiene (Amer. J. Hyg.| 71, 59-66, Jan., 1960. 16 refs. 


In a previous study on a small number of subjects, 
(New Engl. J. Med., 1959, 260, 966; Abstr. Wld Med., 
1959, 26, 396) Baron et al. reported that a single inocula- 
tion of 10 ml. of poliomyelitis vaccine produced an 
earlier development of antibody than did a single inocu- 
lation of 1 ml. of the same vaccine. In this further 
study carried out at the National Institutes of Health, 
Bethesda, Maryland, a vaccine containing the minimum 
permissible amount of antigen for poliovirus Type 1 
was given to 133 children aged from 4 months to 8 years 
who had received no previous poliomyelitis immuniza- 
tion, the vaccine being given in amounts of 1, 3, and 10 
ml. in strict consecutive order to achieve randomization. 

Before immunization 45-9°% of the children had no 
measurable antibody to any virus type, 7:5% had anti- 
body to all 3 types, and 13-6°% had antibody only to Type 
1. At 2 weeks after immunization 47% of the triple- 
negative subjects given 10 ml. of the vaccine had devel- 
oped antibody against Type 1 compared with 27°% of 
such subjects given 3 ml. and. 15% of those given 1 ml. 
In this last group antibody could be detected by the meta- 
bolic inhibition test only if the virus—serum mixture was 
incubated for 6 hours at 37°C. instead of the usual 2 
hours at room temperature, the percentages by the 
routine test being 32, 27, and nil respectively. Of child- 
ren who previously had antibody only to Type 3, antibody 
to Type 1 developed in 70%, 54%, and 18% of the 3 
groups respectively and the geometric mean titres were 
higher than in the triple-negative children. Almost all 
these last and also those with previous antibody to Type-3 
virus developed antibody to Type 2, irrespective of the 
dose of vaccine given. Of the children who had previ- 
ously no antibody to any of the 3 types of virus, antibody 
to Type 3 developed in 68°% after 10 ml. of the vaccine, 
in 41% after 3 ml., and in 25% after 1 ml. In the 
children with previous antibody only to Type-1 virus a 
40-fold increase in antibody titre occurred after the 
10-ml. dose compared with a 25-fold increase after 3 ml. 
and a 3-fold increase after 1 ml. 

No illnesses or increased frequency of complaints of 
pain were associated with inoculation of increased 
amounts of vaccine. As most of the vaccines now being 
released have a higher potency than the one used in this 
study, the benefits of an increased amount of antigen 
may be met by a single injection of 1 ml. The findings 
suggest that a higher dose of vaccine might safely be given 
for the rapid immunization of non-immune persons 
during epidemics. A. Ackroyd 
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313. Consistent Differences in Individual Reactions to 
Drugs and Dummies 
C. R. B. Joyce. British Journal of Pharmacology and 
Chemotherapy [Brit..J. Pharmacol.| 14, 512-521, Dec., 
1959. 1 fig., 29 refs. 


The tendency of some individuals to report changes of 
physical and mental state after taking pharmacologically 
inert substances has been investigated experimentally. 
In a class of healthy medical students, those individuals 
who reported symptoms and those who did not made 
significantly different scores on a number of behavioural 
tests. The likely reactions of the members of a second 
class (containing none of the previous participants) to 
dummies were then predicted from their scores on the 
same tests, some of which were found to be much more 
efficient predictors than would have been expected by 
chance. Some implications for further research and for 
clinical medicine are discussed.—[Author’s summary.] 


314. Evaluation of Appetite Suppressants 
L. J. Cass. Annals of Internal Medicine [Ann. intern. 
Med.) 51, 1295-1302, Dec., 1959. 9 refs. 


It is estimated that approximately 20 million people 
in the United States are clinically obese, and insurance 
statistics in that country clearly show an increased mor- 
tality rate among overweight individuals, especially those 
over 45 years of age. The author of this paper from the 
Harvard University Law School Health Services, Cam- 
bridge, Massachusetts, reviews the causes of obesity and 
attempts to evaluate a number of currently available 
anorexigenic drugs and some new preparations. Al- 
together 10 different compounds and a placebo were 
given to two groups of volunteer obese subjects, one group 
being composed of hotel employees and the other of 
hospital patients. The active drugs included 4 prepara- 
tions of amphetamine, 4 combinations of amphetamine 
with sedatives, and 2 non-amphetamines, one of which 
was 2-phenyl-fert.-butylamine. Each medication was 
given to a separate group of about 25 patients over an 
8-week period, weight, side-effects, and blood pressure 
being recorded weekly. 

With all the active drugs, but not the placebo, there 
were varying degrees of effective appetite control. The 
weight loss in the patients receiving the amphetamine 
compounds was uniform, averaging 0-22 lb. (100 g.) per 
day. The greatest weight loss was achieved with 20 mg. 
of p- and DL-amphetamine and 16 mg. of benactyzine as 
resin complexes, but this was associated with a greater 
number of side-effects. The incidence of side-effects 
with the combination of methyl-orthotolyl-quinazolone 
and p- and L-amphetamine was less than that with 
amphetamine alone, and there was little loss of anorexi- 
genic activity. 

A significant difference was observed between the 
weight loss obtained with 2-phenyl-tert.-butylamine 
resinate and that achieved with phenmetrazine. The 
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average weight loss per patient per day when phen- 
metrazine was given 3 times daily was 0-19 Ib. (86 g.) 
compared with 0-24 lb. (109 g.) with 2-phenyl-tert.- 
butylamine resinate given once a day. The incidence of 
side-effects with the latter drug was lower than with com- 
parable anorexigenic drugs. The author concludes that 
tolerance to this drug would appear to develop more 
slowly than to other anorexigenic agents. 
A. G. Mullins 


315. Results of Treatment with Procaine in Geriatrics. 
(Risultati ottenuti con l’impiego della novocaina in 
geriatria) 

G. TULIANI, P. OrrENTE, and G. RODRIQUEZ. Minerva 
medica {Minerva med. (Torino)| 50, 4063-4066, Dec. 12, 
1959. 


In view of the results claimed by Aslan and others the 
present authors have investigated the use of procaine in 
the relief of geriatric conditions. The method recom- 
mended by Aslan was followed, periods of rest alternating 
with periods of treatment. During the latter the patient 
received 12 intramuscular injections of 5 ml. of 2°% pro- 
caine solution at pH 4-2 to 5 on alternate days. This 
was followed by 10 days’ rest. The authors’ series 
consisted of 20 men and 14 women ranging in age from 
60 to 94. Their symptoms stemmed mainly from arterio- 
sclerosis, and 15 were bedfast. While some patients 
received no more than 6 cycles of treatment, most of 
them had more—some as many as 15. The diet (50 g. 
fat, 100 g. protein, 100 g. carbohydrate) was kept con- 
stant throughout. Progress was assessed by means of 
frequent clinical examinations covering the cardiovascu- 
lar system, nutrition, blood supply, condition of the skin 
and related structures, intellect, and locomotor efficiency. 
Regular pathological investigations were also carried 
out, including determinations of the blood nitrogen, 
sugar, and cholesterol levels, blood counts, and liver 
function tests. 

The treatment had virtually no effect on patients with 
severe arteriosclerotic disease. In others with less severe 
changes there was a variable degree of improvement 
in muscle and joint sense, muscle power, sense of physical 
well-being, and mental function. Improved appetite 
was common, and some patients gained as much as 2 to 
5 kg. in weight. Laboratory investigations gave no 
significant results. In 2 cases only, one of them a case 
of Parkinsonism, did overactivity compel cessation of 
treatment. 

Although the authors’ results were comparable with 
those claimed by Aslan only in respect of psychic and 
kinaesthetic function, it is pointed out that the latter 
had treated many of her cases for 7 years or more. Des- 
pite the fact that they were unable to give such prolonged 
therapy, the authors still regard the treatment as being 
of value. The mechanism of its action is unknown. 

A. C. F. Green 


PHARMACOLOGY AND THERAPEUTICS 99 


316. The Effect of a New Anticholinergic Agent, Oxy- 
phencyclimine Hydrochloride, on Gastric Secretion 

D. W. Preer, F. M. Evwiott, A. S. Sietsma, and A. W. 
Pryor. Medical Journal of Australia [Med. J. Aust.} 1, 
236-240, Feb. 13, 1960. 25 refs. 


In this paper from the Royal North Shore Hospital 
of Sydney and the University of Sydney the authors 
report an investigation of the effect of oxyphencyclimine 
hydrochloride (“‘ daricon ’’), a new anticholinergic drug, 
on gastric secretion. Preliminary reports suggested that 
it produced considerable inhibition of secretion for at 
least 12 hours. In animal experiments it depressed 
gastric secretion, but in antisecretory doses did not influ- 
ence intestinal motility. In the present study the effect 
of the drug on gastric secretion stimulated by a meal and 
by hypoglycaemia has been studied and the duration of 
its action assessed by the study of salivary secretion, in 
each case in comparison with propantheline. The 12 
subjects included 2 with peptic ulcer, 5 healthy students, 
and 5 psychiatric patients undergoing insulin coma 
therapy. 

It was found that the duration of 50° inhibition of 
salivary secretion was approximately 50°%% longer and 
the duration of 20°% inhibition approximately 100% 
longer with oxyphencyclimine than with propantheline, 
the doses used being such as to produce approximately 
maximum effects. The maximum effect of both drugs 
was obtained 1 to 2 hours after their administration, but 
oxyphencyclimine in a dose of 25 mg. produced a degree 
of inhibition of acid secretion 9 to 10 hours later equal 
to that produced by 30 mg. of propantheline given 24 
hours previously. In both cases approximately 60°% 
inhibition of acid secretion was obtained, the inhibitory 
effect on pepsin being less. It was found that the degree 
of inhibition of gastric secretion was twice as great as 
that of the flow of saliva. The effect on meal-stimulated 
secretion was much less than that on secretion stimulated 
by hypoglycaemia. It is recommended that the drug be 
given 3 or 4 times a day to achieve complete suppression 
of acid secretion. The correct dose has to be deter- 
mined for each patient, 5 to 10 mg. being given initially 
and this being increased until minor side-reactions 
appear. The drug should be given about half an hour 
before meals to control meal-stimulated secretion. 

E. Forrai 


317. Clinical Studies and Experience with Hygroton, a 
New Orally Effective Diuretic. (Klinische Untersuchun- 
_gen und Erfahrungen mit Hygroton, einem neuartigen, 
oral wirksamen Diureticum) 

F. Reutrer and F. ScHaus. Schweizerische medizinische 
Wochenschrift [Schweiz. med. Wschr.] 89, 1158-1165, 
Oct. 31, 1959. 11 figs., 27 refs. 


From the University Medical Clinic, Ziirich, the 
authors describe the properties of “‘ hygroton ”’, a sulpha- 
mylated benzophenon derivate (1-0xo-3-(3’-sulphamyl-4’- 
chlorpheny])-3-hydroxyisoindolin), which is a new potent 
oral diuretic with advantages and disadvantages similar 
to those of chlorothiazide and hydrochlorothiazide; it 
probably also acts by depressing the reabsorption of 
sodium from the renal tubules. The duration of the 


diuretic effect of a single dose was shown to be at least 72 
hours and therefore longer than that of the two oral 
diuretics mentioned. Side-effects consisted in nausea, a 
rise in the se-um non-protein nitrogen level, and increased 
potassium diuresis. In clinical trials this last effect was 
most pronounced in 4 patients with oedema and ascites 
due to hepatic cirrhosis, in whom urinary potassium 
excretion exceeded sodium excretion. For patients with 
congestive cardiac failure the authors recommend a dose 
of 200 to 600 mg. daily for 3 to 5 days and for mainten- 
ance a single similar dose every 2 to 4 days. Dietary © 
salt restriction should only be moderate and potassium 
supplements should be given when treatment is pro- 
longed. Schneider 


318. Effects of Unbuffered and Buffered Acetylsalicylic 
Acid on Intragastric pH 

R. Rustin, E. W. PELIKAN, and C. J. KENSLER. New 
England Journal of Medicine [New Engl. J. Med. 261, 
1208-1212, Dec. 10, 1959. 1-fig., 10 refs. 


At Boston University School of Medicine the effect 
of water and of different preparations of acetylsalicylic 
acid on gastric acidity was determined by continuous 
recording of intragastric pH with a glass electrode placed 
in the stomach, 49 experiments being carried out on 7 
healthy human beings. The effect of 30 ml. of tapwater 
was compared with that of the same amount of water 
containing either 0-3 g. of unbuffered acetylsalicylic 
acid, or 0-3 g. of acetylsalicylic acid buffered with 40 mg. 
of magnesium carbonate and about 100 mg. of dihydroxy- 
aluminium aminoacetate, or a placebo. Three measure- 
ments were recorded: (1) the difference between the 
highest pH value attained and that attained during the 
control period, (2) the time taken after administration 
of the agent for the highest value to be reached, and 
(3) the time taken after administration for the halfway 
value between the highest pH and the control pH to be 
attained. In all except one case there was a significant 
rise in pH values with all the agents. No statistically 
significant difference was observed between the results 
with water alone or water containing any of the other 
substances. When given with water acetylsalicylic acid, 
whether buffered or unbuffered, did not cause any 
increase in gastric acidity. R. Schneider 


319. The Pharmacology of Acetazolamide as Related 
to Cerebrospinal Fluid and the Treatment of Hydro- 
cephalus 

T. H. MAREN and B. Rosinson. Bulletin of the Johns 
Hopkins Hospital (Bull. Johns Hopk. Hosp.| 106, 1-24, 
Jan. [received March], 1960. 8 figs., 44 refs. 


In view of a report that acetazolamide has the property 
of lowering the pressure of the cerebrospinal fluid (C.S.F.) 
in hydrocephalus the authors have investigated (at the 
University of Florida School of Medicine, Gainesville) 
the effects of this drug in two groups of patients, 9 non- 
hydrocephalics and 8 hydrocephalics. They showed that 
acetazolamide given by mouth was excreted unchanged 
in the urine within 24 hours, over 80°% of the drug being 
excreted by the tubules. After absorption about 90% 
was bound to the plasma, with a plasma half-life of 100 


100 


minutes. Acetazolamide was diffusible through the 
body water generally, with the exceptions of the C.S.F. 
and aqueous humour; in the C.S.F. the concentration 
was only about 0-1°% of the freely diffusible (unbound) 
plasma concentration. The drug is sequestered in the 
erythrocytes, in which the half-life is 3 days. 

In the hydrocephalic patients the C.S.F. pressure 
began to decrease between 24 and 48 hours after oral 
administration of acetazolamide in a dose of 75 mg. per 
kg. body weight. This effect is attributed to inhibition 
of carbonic anhydrase in the choroid plexus, with con- 
sequent slowing of secretion of C.S.F. The effect in the 
non-hydrocephalic patients with normal C.S.F. pressure 
was variable. There was an elevation of the ratio of 
C.S.F. bicarbonate level to plasma bicarbonate level and 
usually also an absolute increase in the C.S.F. bicarbonate 
content. The raised chloride level in the C.S.F. was 
often reduced to the levelin the plasma. When acetazol- 
amide was administered intravenously the C.S.F. pres- 
sure was transiently raised for 30 minutes. The authors 
suggest that this was the result of carbonic anhydrase 
inhibition in the circulating erythrocytes allowing rapid 
local accumulation of carbon dioxide to dilate the 
cerebral blood vessels. I. Ansell 


320. The Durations of Action of Thiopental and Pento- 
barbital 

A. GOoLpsteIn and L. Aronow. Journal of Pharma- 
cology and Experimental Therapeutics [J. Pharmacol. 
exp. Ther.) 128, 1-6, Jan., 1960. 2 figs., 18 refs. 


In a series of experiments carried out at Stanford 
University School of Medicine, California, the authors 
have compared the distribution of thiopentone and pento- 
barbitone in the tissues of rats during the first few minutes 
after the rapid (within 2 seconds) intravenous injection of 
0-3 ml. of a solution of either thiopentone or pento- 
barbitone sodium (dose 15 mg. per kg. body weight) 
into a tail vein. Groups each of 4 rats were killed by 
decapitation at 4, 1, 2, 4, 6, 8, 10, 15, and 60 minutes 
after the injection and the blood collected immediately, 
heparinized, and centrifuged, while the whole brain as 
well as samples of muscle and fat were taken, frozen, 
and stored at —20° C. until analysed. 

The animals given thiopentone were deeply anaes- 
thetized within 30 seconds, but in the following few 
minutes the anaesthesia became lighter, the righting 
reflexes usually returning in 4 to 6 minutes. Those given 
pentobarbitone first became excitable and hyperactive 
and then within 1 to 2 minutes partially anaesthetized; 
at this stage they were grossly ataxic and this state per- 
sisted for at least 15 minutes, but had largely worn off by 
60 minutes. Analysis of the various tissues showed that 
both the brain and plasma levels of thiopentone rose 
rapidly and had equilibrated within 30 seconds, later 
falling together to reach a plateau in 6 to 8 minutes. At 
30 seconds 70°% of the injected dose could be accounted 
for, principally (58°) in muscle; in this tissue the con- 
centration also fell rapidly to a plateau. Thiopentone 
accumulated slowly in the depot fat, but eventually 
most of the injected dose was found there; less than 10% 
was metabolized at 60 minutes. In contrast, in the rats 
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receiving pentobarbitone only 5°% of the dose appeared 
in the plasma at 30 seconds, while during the next 14 
minutes it continued gradually to enter the brain, muscle, 
and depot fat. However, at the end of 60 minutes only 
37% of the injected dose could be accounted for, from 
which it is concluded that there was considerable meta- 
bolic destruction of the drug. The observations that 
the concentrations of pentobarbitone in the brain and 
plasma equilibrated comparatively slowly, the brain 
concentration of this drug rising to a plateau while the 
plasma level was falling, whereas the levels of thiopentone 
equilibrated almost immediately, explain why thiopentone 
is an ultra-short-acting anaesthetic while pentobarbitone 
is not. M. Woods 


321. A New Phosphoric Ester Residual Insecticide with 
a Low Order of Toxicity 

H. F. Junc. Bulletin of the World Health Organization 
[Bull. Wid Hith Org.} 21, 215-221, 1959. 2 figs., 6 refs. 


The author describes tests of a new residual insecticide 
(S 1752; ‘* baytex ”’), which has the following formula: 
0:0 - dimethyl - 0:4 - (methyl - mercapto) - 3 - methyl- 
phenylthiophosphate. It is soluble in organic solvents 
but practically insoluble in water, and it is fast to light. 
It is highly resistant to the alkaline conditions normally 
present in field-work. In toxicity tests the oral LDso 
for rats was shown to range from 200 to 450 mg. per kg. 
body weight, while cats tolerated 125 mg. per kg. given 
by mouth without symptoms. [These figures are pre- 
sumably for acute toxicity tests, no figures for chronic 
toxicity being given.] In water a concentration of 10 
p.p.m. killed all fish (Lebistes reticulatus) in 48 hours, 
although a concentration of 1 p.p.m. killed none over 
the same period. All larvae of Aédes aegypti were killed 
within 24 hours by a concentration of 0-01 p.p.m. 

The insecticidal efficacy of the substance on eight insect , 
species of public health importance was assessed by 
placing the insects in contact with filter paper impreg- 
nated with various solutions of the insecticide in acetone. 
A mortality of 100°% was produced in Musca domestica 
and Aédes aegypti by exposure for 14 and 24 hours respec- 
tively to a concentration of 5 mg. of insecticide per sq. 
metre of filter paper. The most resistant species were 
Blatta orientalis, Calandra granaria, and Rhodnius pro- 
lixus, these requiring an exposure of 48 hours to 50 mg. 
per sq. m. for all individuals to be killed. The material 
used in tests of residual effect was a 40% water-dispersible 
powder in which 80% of the particles were less than 20 
in diameter. Four types of substrate were used, these 
being loam, burnt clay, plywood, and glass. When 
necessary the materials were lime-coated before the 
insecticide was applied. In each test 20 to 40 insects 
were confined in an area of 200 sq. cm. After exposure 
they were removed and observed for 24 hours: the species 
used were: Aédes aegypti, Musca domestica, Rhodnius 
prolixus, and Cimex lectularius. Yn general the treated 
surfaces retained insecticidal properties for several 
months after an application of from 1-0 to 1-7 g. of active 
substance per sq. metre of surface, and there was little 
difference between the results observed on lime-coated 
and non-lime-coated surfaces. I. M. Rollo 
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322. Perfusion Treatment of Patients with Cancer 

O. J. Creecu Jr., E. T. KREMENTZ, R. F. Ryan, K. 
REEMTSMA, J. L and J. N. WinBLaD. Journal 
of the American Medical Association [J. Amer. med. 
Ass.| 171, 2069-2075, Dec. 12, 1959. 2 figs., 7 refs. 


The chemotherapy of cancer fails because the cause of 
cancer is not known and because there is no specific cure; 
moreover, the drugs available for use against cancer are 
too toxic to be used in doses sufficiently large to destroy 
the cancer cells. To overcome this last difficulty the 
organ containing the cancer may be perfused separately 
with the drug, thus enabling a high local concentration 


‘to be achieved without causing toxic effects on the bone 


marrow, or alternatively bone marrow may be removed, 
total body perfusion carried out, and the bone marrow 
then replaced. For regional perfusion of a tumour- 
bearing area, such as an extremity, breast, pelvis, lung, 
oropharynx, or brain, the artery and vein supplying the 
area are occluded proximally, cannulated in a distal 
direction, and connected to an extracorporeal circuit 
consisting of arterial and venous pumps and a bubble 
oxygenator. If possible a tourniquet is applied proximal 
to the cannula in order to isolate the perfused part from 
the systemic circulation. For total body perfusion 
marrow is removed from the sternum and iliac crest and 
returned by intravenous infusion after the perfusion has 
been completed. 

At the Charity Hospital, Touro Infirmary, and U.S. 
Public Health Service Hospital, New Orleans, perfusion 
treatment has been carried out with various drugs, 
including alkylating agents such as nitrogen mustard, 
phenylalanine mustard (PAM), _triethylenemelamine 
(TEM), and triethylenethiophosphoramide (thio-TEPA), 
actinomycin D, and the antimetabolite 5-fluorouracil 
(5-FU). Recently a combined antimetabolite and alky- 
lating agent (“AV 100”) has been introduced. The 
amounts used have depended upon the size of the per- 
fused area, the completeness of its isolation, the duration 
of action of the agent, and whether or not the patient has 
had previous therapy. The choice of agent for various 
tumours has been arbitary—PAM and thio-TEPA for 
melanoma and sarcoma, nitrogen mustard for the lung, 
gastro-intestinal tract, and breast, thio-TEPA for ovarian 
and neural tumours, and the other drugs singly or in 
various combinations for adenocarcinomata and some 
sarcomata. 


Since June, 1957, 145 patients have been treated by 


perfusion methods, the tumour being a malignant 
melanoma in 40 cases, a sarcoma in 28, a carcinoma in 
72, and a glioblastoma in 5. In 25 cases the treatment 
has been carried out too recently for assessment to be 
made. In 17 of the remaining 120 cases the treatment 


was supplementary to surgical excision of the primary . 


growth, and in 103 it was given for attempted palliation 
only. In 55 of these 120 cases the lesions are quiescent, 


in 27 temporary regression has been followed by recur- 
rence of growth, in 30 there was no effect, and in 8 the 
patient died as a result of operation. There have been 
29 other deaths, 2 due to severe marrow depression and 
the remainder to the tumour. Complications consisted 
in oedema and discoloration of the perfused part and 
depression of haematopoiesis. While regional perfusion 
appears to be effective in the treatment of patients with 
malignant melanoma, the value of perfusion therapy in 
other types of cancer is not yet clear. ! 
I. G. Williams 


323. Treatment of Staphylococcal Septicemia with 
Vancomycin 

W. M. M. Kirsy, D. M. Perry, and A. W. BAUER. 
New England Journal of Medicine [New Engl. J. Med.] 
262, 49-55, Jan. 14, 1960. 4 figs., 10 refs. 


Mortality from staphylococcal septicaemia now ap- 
proaches that recorded in the pre-antibiotic era, the 
increased incidence of penicillinase producers being 
responsible. The authors of this paper from the Uni- 
versity of Washington School of Medicine and the King 
County Hospital, Seattle, Washington, report their experi- 
ence with vancomycin, a potent bactericidal antibiotic, 
in the treatment of staphylococcal septicaemia. It can 
be given in a dosage adequate to produce high concen- 
trations in the blood and tissues and gives rise to few 
side-effects. Staphylococci become resistant very slowly 
in vitro and resistance in human beings has not as yet 
been observed. 

In all except one of a series of 33 cases blood culture 
was positive for staphylococci, the exception being a case 
of multiple metastatic abscesses. Vancomycin was given 
by intravenous infusion (0-5 g. of vancomycin in 100 to 
200 ml. of 5% dextrose solution), usually in a dosage of 
1 g. every 12 hours for at least a week, decreased there- 
after to 1 g. daily. In no case did the dosage exceed 
2 g. in a 24-hour period. Of the 33 patients, 19 acquired 
the staphylococcal infection in hospital. Most of these 
were elderly and debilitated and were undergoing a major 
operation or were suffering from diseases calling for 
intravenous infusion through polythene catheters (“ cut- 
down infections”). In the remaining 14 patients the 
infection was acquired outside hospital and was due to 
various causes. In general, these were younger patients, 
8 being under the age of 50. The staphylococcus was 
resistant to penicillin in all 14 cases; it was resistant to 
other antibiotics as well in 28 of the 33 cases in the 
series. 

As a result of vancomycin therapy 20 patients sere 
cured. In some of these there was an almost imamediate 
response to the antibiotic, with a fall in temperature and 
marked subjective improvement in 24 to 48 hours; in 
others there was little improvement for the first 2 or 3 
days, but thereafter the temperature gradually fell to 
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normal. The duration of treatment varied from 6 to 
35 days; it was less than 16 days in 11 patients. Of the 
remaining 13 patients, 6 improved with vancomycin 
therapy but died from underlying diseases; 4 with over- 
whelming infections died soon after vancomycin was 
started; and 3 patients (2 females aged 88 and 71 
respectively who had undergone major operations and 
a child of 10 years in whom endocarditis had developed 
3 years after surgery for congenital heart disease) died 
in spite of intensive vancomycin therapy for more than 
a week. Side-effects, including chills, fever, and rashes 
occurred in 4 patients and could usually be controlled 
by slower administration of the antibiotic or by the addi- 
tion of antihistamines or steroids to the infusion. 

The authors state that when it was possible to test 
staphylococci isolated from patients after vancomycin 
therapy the organisms remained susceptible to the anti- 
biotic. The chief limitation to the use of vancomycin is 
the need for intravenous administration. Further studies 
are needed to determine the safe duration of this treat- 
ment. G. Clayton 


324. Antibiotic Combinations: Antibacterial Action of 
Serum after Ingestion of Novobiocin or Tetracycline or 
Both 

H. A. Hirscu and M. New England Journal 
of Medicine [New Engl. J. Med.] 262, 209-214, Feb. 4, 
1960. 2 figs., 9 refs. 


A controlled study was done to determine the effect of 
the administration of novobiocin in combinations with 
tetracycline on the antibacterial activity of the serum of 
8 normal young men as measured in a two-fold-dilution 
test in broth using 4 test strains that were sensitive to one 
or both of these antibiotics. Synergistic effects of this 
combination in a 1:2 or 2:1 ratio were not observed in 
the control tests of the sensitivity of these strains in vitro 
and the combined effect could be considered additive or 
indifferent. The same thing was true of the activity of 
the serum after ingestion of these antibiotics by the same 
subjects in these ratios, as compared with the same 
amounts of the individual drugs. However, the adminis- 
tration of 500 mg. of tetracycline with 250 mg. of novo- 
biocin resulted in a lower antibacterial activity in the 
serum against a, tetracycline-resistant staphylococcus as 
compared with the dose of 250 mg. of novobiocin alone. 
These effects were confirmed by assays of the novobiocin 
and tetracycline content of the same serum done by an 
agar-diffusion technic employing different assay organ- 
isms.—[Authors’ summary.] 


325. Relative Antibacterial Activity of Three Penicillins 
L. P. Garrop. British Medical Journal [Brit. med. J.] 
1, 527-529, Feb. 20, 1960. 7 refs. 


In this study, reported from St. Bartholomew’s Hospi- 
tal, London, the author has compared the activity of 
penicillin B (“ broxil”, or the potassium salt of 6-(a- 
phenoxypropionamido)-penicillanic acid) with those of 
penicillin G (benzylpenicillin) and penicillin V (phenoxy- 
methylpenicillin) against different bacteria in vitro. The 
antibiotic concentrations were assayed by the plate- 
dilution method. In the case of penicillin-resistant 
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staphylococci a tube-dilution method which depended 
upon the amount of penicillinase formed by the culture 
was used. 

The three types of penicillin were found to be equally 
active against 36 strains of sensitive Staphylococcus 
pyogenes. Against 38 resistant strains of Staph. pyogenes 
tested, however, broxil was generally more active than 
phenoxymethyl- or benzylpenicillin, in some cases 256 
times more so. The order of activity against streptococci 
and pneumococci was G>V>B, and G was also much 
more active against Haemophilus influenzae and Proteus 
strains than B or V. In view of the considerable differ- 
ences in activity observed between these three penicillins 
the author questions the practice of performing sensitivity 
tests with benzylpenicillin (G) alone. He concludes that 
the new penicillin B is the antibiotic of choice for treating 
staphylococcal infections. Although it is somewhat less 
active against streptococci and pneumococci than benzyl- 
penicillin, he suggests that clinically the high blood levels 
obtainable with this new penicillin may compensate for 
this. He adds that since penicillin B showed relatively 
poor activity against 2 Gram-negative organisms tested, 
it is less likely to be effective in bronchial and urinary- 
tract infections. Janice Taverne 


326. Susceptibility of Hemophilus influenzae to 21 
Antibiotics in vitro 

H. A. Hirscu and M. FINLAND. American Journal of 
the Medical Sciences [Amer. J. med. Sci.| 239, 33-39, 
Jan., 1960. 1 fig., 7 refs. 


Bearing in mind the possibility that some pathogenic 
organisms may be becoming more resistant to antibiotics 
or that the more susceptible strains are being eliminated 
the authors, working at the Thorndike Memorial Labora- 
tory (Harvard Medical School), Boston, have investigated 
the susceptibility in vitro of some 76 strains of Haemo- 
Philus influenzae isolated early in 1959 (mostly from the 
respiratory tracts of patients in hospital) to 21 different 
antibiotics. This organism has always shown moderate 
to high susceptibility to all the widely used antibiotics 
except bacitracin. The methods and the antibiotics 
employed are described. 

With the exception of “‘ bryamycin ”’ and some of the 
erythromycin-like antibiotics (carbomycin, oleandomy- 
cin, spiramycin, and leucomycin), which were less active 
(requiring concentrations of 25 wg. per ml.), and penicillin, 
which was more active (inhibiting growth of more than 
half the strains in a concentration of 0-4 yg. or less per 
ml.), all the other antibiotics were roughly similar in 
their activity, most strains tested being susceptible to a 
relatively narrow range of concentrations (0-8 to 6-3 yg. 
per ml.). “* MK III” was about as active as erythro- 
mycin, but colimycin (“ colistin”’) was appreciably less 
active than polymyxin B. A comparison of these results 
with those of previous tests carried out in 1954 and 1949 
(Finland, New Engl. J. Med., 1955, 252, 570; Abstr. 
Wld Med., 1955, 18, 364) on similarly isolated strains 
showed no significant change in susceptibility of strains of 
H. influenzae to penicillin, chloramphenicol, the three 
tetracycline analogues, streptomycin, neomycin, erythro- 
mycin, or carbomycin. A. Ackroyd 
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327. Poliomyelitis in Infancy and Childhood. 
D. Levy and W. Fak. American Journal of the Medica 
Sciences [Amer. J. med. Sci.| 238, 685-690, Dec., 1959. 


During the 7 years 1950-6 1,489 cases of poliomyelitis 
in infants and children aged one month to 14 years were 
treated at the Rambam Government Hospital, Haifa, 
Israel. Of these, 207 were classified as non-paralytic, 
789 as spinal, 149 as bulbar, and 254 as bulbospinal. 
The age distribution was: early infancy (less than one 
year old) 529 cases (36°%); late infancy (13 to 36 months) 
510 (34%); early childhood (3 to 6 years) 397 (26%); 
and late childhood (7 to 14 years) 53 (4%). 

Signs of meningeal irritation became more frequent 
with increasing age, being present in only 41°% of cases 
in early infancy (in which bulging of the anterior fontan- 
elle was regarded as a sign of meningeal irritation) com- 
pared with 83°% in late childhood. Moreover, among 
the cases occurring in early infancy the number of leuco- 
cytes in the cerebrospinal fluid (C.S.F.) was normal in 
18°% compared with only 4% in late childhood. On 
the other hand the protein content of the C.S.F. was 
elevated in about half the cases in each age group. The 
interval between the onset of the illness and the appear- 
ance of paralysis was much the same in all four age 
groups. 

The authors consider that the differences found be- 
tween the younger and older age groups—that is, that the 
older the child, the younger the incidence of meningeal 
irritation and the pleocytosis in the C.S.F.—are both 
statistically and diagnostically significant. In these re- 
spects the older child approaches more nearly to the 
classic picture seen in adults, though in adults the protein 
content of the C.S.F. is usually normal at the onset of 
paralysis. 

[This paper loses much of its impact through the 
absence of virological studies. In the abstracter’s view 
the authors have not proved their contention that the 
clinical and C.S.F. findings presented are of great impor- 
tance in differential diagnosis, which must surely depend 
on isolation of the virus.] I. M. Librach 


328. The Respiratory Disturbances in the Acute Phase 
of Poliomyelitis. (Le turbe respiratorie in fase acuta di 
malattia poliomielitica) 

F. Di Nota. Minerva medica [Minerva med. (Torino)] 
50, 4244-4256, Dec. 19, 1959. 9 figs., 31 refs. 


During the 6 years 1954-9 449 patients with polio- 
myelitis were treated at the Amedeo di Savoia Hospital, 
Turin, of whom 80 (17-8°%) had respiratory involvement, 
65 with bulbo-spinal or bulbar manifestations. Of the 
latter, 46 (70-7°%) died. In 1955-6 the mortality in the 
respiratory forms of the disease approached 100%, but 
since then it has steadily improved, 33% surviving during 
1959. This improvement is attributed to the early 
use of tracheotomy, artificial respirators, beds suitable 


for postural drainage, antibiotics, analeptics, and par- 
ticularly cortisone to combat infection and perhaps 
protect the nerve cells from further toxic damage. 
Routine biochemical control has shown frequent abnor- 
malities of sodium and potassium metabolism, hypo- 
calcaemia, hypoproteinaemia, and changes in the blood 
PH which have been treated in the customary fashion. 
The importance of routine estimations of the partial 
pressures of oxygen and carbon dioxide and the pH of 
the blood in order to avoid hypo- or hyperventilation is 
stressed. 

Among the additional complications met were atelec- 
tasis, bronchopneumonia, pulmonary oedema, pul- 
monary emboli (occasionally), and an interstitial pneu- 
monia (in 30°% of cases), perhaps due to a direct action of 
the poliovirus. The occurrence of these could be mini- 
mized by meticulous tracheo-bronchial toilet and super- 
vision of ventilation, and they were treated with 
antibiotics, analeptics, and cortisone. Peripheral circu- 
latory collapse was usually fatal, despite intensive treat- 
ment with noradrenaline, hydrocortisone, and analeptics 
and by the trans-sphenoidal infiltration of procaine into 
the central nervous system (in an attempt to block the 
responsible neuro-vegetative centres). Myocarditis, 
hepatitis, and urinary retention were frequent. , 

An interesting sign, whose importance is stressed, is 
provided by the angle of the chin to the neck in profile, 
which is normally obtuse or a right angle. Paralysis of 
the infrahyoid muscles and predominance of the supra- 
hyoid antagonists causes this angle to become acute. 
This indicates paralysis of the hypoglossal centres and 
of the medulla, is a very dangerous sign, and demands 
immediate tracheotomy or other measures to prevent 
respiratory obstruction. 

[An interesting, balanced, and well-written review.] 

Arnold Pines 


329. Occurrence of Myocarditis in Paralytic Poiio- 
myelitis 

J. F. GALpine and W. C. M. Witson. British Medical 
Journal [Brit. med. J.] 2, 1379-1381, Dec. 19, 1959. 
2 figs., 18 refs. 


In a series of 141 cases of paralytic poliomyelitis ad- 
mitted to the isolation unit in Coventry during 1957 there 
were 6 deaths in the acute stage and one in the post-acute 
stage. Necropsy was performed in 5 cases, the patients 
being adults, and microscopical evidence of myocarditis 
was found in all, although in widely varying degree. 
The histological findings included hyperaemia, structural 
distortion probably due to oedema, fragmentation of 
myocardial fibres, and infiltration, both perivascular and 
diffuse, by lymphocytes and large monocytic cells, but 
most prominently by polymorphonuclear leucocytes. 
There did not appear to be anything specific in the distri- 
bution of the lesions or in the degenerative or reactive 
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changes in the affected muscle fibres, but the mixed 
nature of the inflammatory cellular infiltration did seem 
to be characteristic. 

The clinical history in each of these 5. cases is sum- 
marized and the difficulties encountered in diagnosing 
poliomyocarditis and assessing its importance are dis- 
cussed. The authors state that while there was no 
evidence that myocarditis was of any clinical importance 
in paralysis which did not endanger life, in severe cases 
it might be an unsuspected contributor to death. 

A. Ackroyd 


330. Association between Diarrhoea and Adenovirus 
Type 7 

P. S. GARDNER, C. B. McGreGor, and K. Dick. British 
Medical Journal (Brit. med. J.| 1, 91-93, Jan. 9, 1960. 
1 fig., 9 refs. 


This paper describes investigations undertaken in two 
towns in Northumberland in which outbreaks of 
diarrhoea, mostly among children, occurred between 
October and December, 1958. Shigella sonnei was iso- 
lated from 40 of the 99 cases in one town and from 64 
of 68 cases in the other. The faeces from 31 of the pa- 
tients were also examined for viruses. From 3 specimens 
adenovirus Type 7 only was isolated, from a further 6 
adenovirus Type 7 and also Sh. sonnei, while from 10 
Sh. sonnei only was isolated. All but one of the patients 
harbouring adenovirus were children aged 5 years or 
under. In addition to the diarrhoea 6 of the adenovirus- 
positive patients had respiratory symptoms, these in- 
cluding sore throat, cough, coryza, and conjunctivitis. 
Faeces from control groups of children aged 0 to 5 
years living in neighbouring areas were also examined 
during the same period. No adenovirus could be isolated 
from 20 with proven Sonne dysentery or from 20 with 
non-bacterial diarrhoea. Adenovirus, of Type 6, was 
isolated from only one of 50 healthy children. 

HeLa-cell cultures were used for the virus isolations. 
Cell degeneration due to adenoviruses was first observed 
at times varying between 7 and 20 days after inoculation 
with faeces. Complement-fixation tests were used for 
identification and neutralization tests for typing. The 
authors consider that the frequency of association of 
adenoviruses with Sonne dysentery and with non- 
bacterial diarrhoea merits further investigation. 

Joyce Wright 


331. Detection of Hepatitis Carriers by Serum Glutamic 
Oxalacetic Transaminase Activity 

N. U. Bana, P. RueGsecGer, A. B. Ley, and J. S. LADUE. 
Journal of the American Medical Association [J. Amer. 
med. Ass.| 171, 2303-2306, Dec. 26, 1959. 16 refs. 


The value of the serum glutamic oxalacetic trans- 
aminase (S.G.O.T.) activity in detecting carriers of infec- 
tive hepatitis was studied at the Memorial Center and the 
Sloan-Kettering Institute for Cancer Research, New 
York. Blood donated during 1956 was examined for 
S.G.O.T. activity by spectrophotometry, 40 units con- 
stituting the upper limit of normal. The blood was 
transfused to recipients before the S.G.O.T. values were 
known, two groups of recipients being studied—603 who 


received normal blood and 768 who received blood with 
raised S.G.O.T. activity. In 39 of these 1,371 recipients 
hepatitis developed. The incidence of hepatitis in the 
group given blood with an S.G.O.T. level above 40 
units was twice as high and in the group receiving blood 
with an S.G.O.T. value above 100 units was three times 
as high as in patients given blood with normal S.G.O.T. 
activity. When those patients were excluded who had 
hepatitis with an incubation period of less than 6 weeks 
the percentage risk of serum hepatitis was of the order of 
1-5 for those receiving normal blood, 3-1 for the total 
group receiving abnormal blood, and 4-2 for recipients 
of blood with $.G.O.T. activity of more than 100 units. 
The differences were statistically significant. 
D. Geraint James 


332. Rubella: Its Epidemiology and Teratology. [Re- 
view Article] 
T. H. INGALLs, F. L. BABBott Jr., K. W. HAMPson, and 
J.E.GorDon. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 239, 363-383, March, 1960. 4 figs., 
bibliography. 


333. Q Fever in the R.A.F. in Great Britain in 1958 

W. W. HOoLLaAnp, K. E. K. Rowson, C. E. D. TAYLor, 
A. B. ALLEN, M. FFRENCH-CONSTANT, and C. M. C. 
SMELT. British Medical Journal [Brit. med. J.| 1, 387- 
390, Feb. 6, 1960. 8 refs. 


In March and April, 1958, two outbreaks of Q fever 
occurred among Royal Air Force personnel—one at a 
station in Cornwall and one in an officers’ training unit 
in the Isle of Man. At the former station a man was 
admitted to sick quarters with a febrile illness which 
lasted 6 days and was characterized by high fever, head- 
ache, cough, abdominal pain, anorexia, and vomiting. 
From 14 to 16 days after the onset 4 members of the staff 
of the sick quarters and a visitor showed signs of a febrile 
disease. In one of the patients bronchitis developed and 
in another there were signs of pneumonia with haemop- 
tyses. Serological investigation revealed titres of 1:64 
and 1:128 to Rickettsia burneti, findings which were 
compatible with a diagnosis of a recent attack of Q 
fever. 

An illness resembling influenza developed i in 22 out of 
45 officer cadets at a station in the Isle of Man, 10 being 
admitted to sick quarters. It was considered possible 
that the infection had been contracted after the cadets 
had visited a shooting range near a farm and also a hut 
in which lambing had taken place. Transmission by 
case-to-case infection was believed to be of little aetio- 
logical significance. It was noteworthy that 9 out of 34 
members of the permanent staff of the station showed an 
increase in complement-fixing antibody titre to R. burneti. 
During the course of the outbreak 30 men with a titre 
of 1:16 or more had symptoms, whereas of 66 men with 
a lower titre, only one had symptoms. 

An attempt was made to determine whether, during 
the relevant period, Q fever had affected personnel at 
other R.A.F. stations. Specimens of serum were ob- 
tained from 154 men who had been admitted to sick 
quarters with acute disease of the respiratory tract or 
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with a febrile illness of uncertain aetiology. An antibody 
titre of 1:16 to R. burneti was detected in only one case, 
that of a man who had apparently had an attack of influ- 
enza. A. Garland 


334. The Treatment of Deep Mycotic Infections with 
Amphotericin B, with Particular Emphasis on Drug 
Toxicity 

H. W. BEARD, J. H. RICHERT, and R.R. TAYLOR. Ameri- 
can Review of Respiratory Diseases [Amer. Rev. resp. 
Dis.) 81, 43-51, Jan., 1960. 5 figs., 18 refs. 


This paper from Fitzsimons Army Hospital, Denver, 
Colorado, reports the results in 9 patients with deep 
mycotic infection who were treated with amphotericin B. 
Definite clinical improvement was observed in 4 out of 
the 7 cases of chronic pulmonary coccidioidomycosis and 
in the one case of disseminated blastomycosis in the 
series. These cases have so far been followed up for 
only 5 to 18 months, and in one case of coccidioido- 
mycosis there was cultural relapse after 10 months. 
Two of the patients with coccidioidomycosis in whom 
cavities were resected and who were treated post- 
operatively with amphotericin were well after 10 months. 
There was no response to the drug in the one case of 
histoplasmosis treated. The amphotericin was given by 
intravenous infusion over a 6-hour period in a dose of 
1 mg. per kg. body weight in 1 litre of 5% dextrose 
in water daily for 4 to 6 weeks. Anorexia, nausea, and 
occasionally vomiting occurred. Some of the patients 
had intermittent albuminuria with hyaline casts and the 
blood urea nitrogen level was temporarily raised, with 
coincident impairment of renal function. Febrile reac- 
tions occurred during infusions, especially in the early 
weeks, but later these reactions were less severe. There 
were no residual clinical stigmata or renal abnormalities 
after the completion of treatment. I. Ansell 


335. A Single-dose Treatment of Threadworms in 
Children 

R. H. R. Wuirte and J. W. Scopes. Lancet [Lancet] 1, 
256-258, Jan. 30, 1960. 1 fig., 18 refs. 


In this study infection with Enterobius vermicularis 
(threadworm) was diagnosed by the “ cellophane ”’-swab 
technique in 182 children admitted to the Evelina Chil- 
dren’s Hospital, London, the patients’ ages ranging 
between 2 and 12 years. Each child was treated with 
piperazine phosphate, with or without senna. The piper- 
azine-senna compound used (“ pripsen”’) was in the 
form of flavoured granules, each 2-6 g. (about one tea- 
spoonful) of granules containing 1 g. of piperazine phos- 
phate and an amount of senna equivalent to 7 mg. of 
sennosides A and B. With each preparation, children 
aged 2 to 5 years received 3 g. of piperazine phosphate 
and those aged 6 to 12 years 4g. The drugs were given 
at bedtime and, beginning on the morning after treat- 
ment, 10 successive daily perianal swabs were taken. 
The criterion of cure was 7 successive negative swabs. 

Of the 122 children who completed the follow-up, 59 
had received the piperazine phosphate-senna preparation 
and 63 piperazine phosphate alone. The cure rates 
were 97°% and 92°% respectively, this difference not being 
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considered statistically significant. Both compounds 
were readily accepted by most of the children and no 
systemic toxic effects were seen. Of children given the 
senna compound, 4 vomited during or immediately after 
treatment; the majority had one to 4 soft or loose 
motions on the following day and a few complained of 
abdominal discomfort. Of those who received piper- 
azine phosphate alone, one had transient diarrhoea and 
vomiting and another nausea. To cover the possibility 
of auto-infection during the first 3 days after treatment 
the authors recommend that the patients be given a 
second treatment one or 2 weeks later. It is noted that 
the cure rates in this study in which a single dose was 
given were much the same as those reported with 7-day 
courses of piperazine given in higher dosage. 
O. D. Standen 


336. Portal Hypertension in Hepatic Sarcoidosis 


' M. D. Cuerriin, B. H. SULLIVAN Jr., J. E. Myers Jr., 


and R. F. HeENcH. Gastroenterology (Gastroenterology) 
38, 60-69, Jan., 1960. 4 figs., 30 refs. 


The authors describe (from the Walter Reed Army Hos- 
pital, Washington, D.C.) 2 cases in which portal hyper- 
tension developed as the result of hepatic involvement by 
sarcoidosis, to which they add summaries of 11 other 
similar cases taken from the literature. The authors’ 
first patient, a 41-year-old negro, was found to have 
hepato-splenomegaly, raised intrasplenic pressure, pul- 
monary infiltration, lymphadenopathy, and evidence of 
liver-cell damage, with a raised serum bilirubin level 
and increased transaminase activity. Oesophageal var- 
ices were also demonstrated radiographically, and liver 
biopsy revealed the presence of granulomata in the portal 
tract, with cellular infiltration. The patient is receiving 
maintenance steroid therapy and has remained asympto- 
matic. The findings in the second case, which occurred 
in a 51-year-old woman, were very similar, liver biopsy 
again showing granulomata and fibrous scarring in the 
portal tracts. This patient also had pancytopenia, 
which was relieved by splenectomy. A barium swallow 
examination showed oesophageal varices. The presence 
of portal hypertension was confirmed by the demonstra- 
tion of a raised intrasplenic pressure; she was subse- 
quently treated by operation, portacaval anastomosis 
being performed. 

The authors discuss the clinical features in patients 
with sarcoidosis complicated by portal hypertension, 
in whom occasionally bleeding oesophageal varices and 
ascites may occur. The mechanisms responsible for the 
production of portal hypertension include a presumed 
reduction in portal blood flow resulting from both the 
sarcoidal granulomata in the liver and also the fibrosis 
resulting from the healing of these lesions. The possi- 
bility that a true hepatic cirrhosis can develop as a result 
of this fibrosis is also mentioned. The authors conclude 
with a plea for prompter recognition of portal hyper- 
tension in sarcoidosis; this disease has been stated to 
involve the liver in some 65°% of cases, and patients with 
this complication are almost certainly more common than 
has been hitherto recognized. The importance of search- 
ing for oesophageal varices in all such cases is stressed. 

A. E. Read 


Tuberculosis 


337. Environmental Versus Constitutional Factors in the 
Development of Tuberculosis among Negroes 

J. Katz and §. KuNorsky. American Review of Respira- 
tory Diseases [Amer. Rev. resp. Dis.| 81, 17-25, Jan., 
1960. 1 fig., 6 refs. 


Although the morbidity and mortality from tuber- 
culosis are known to be higher among negroes than 
among white persons there is no agreement as to whether 
this is the result of environmental factors or of a consti- 
tutionally lower resistance of the negro to this disease. 
The authors have collected data, forming part of a 
tuberculosis control programme, in respect of 2,540 
white and 360 negro patients suffering from tuberculosis 
in mental hospitals in New York State. 

Living in nearly identical environments patients of the 
two races showed no significant differences in their 
reaction to tuberculosis, both groups developing the 
disease at the same rate. Also the tuberculosis mor- 
bidity decreased at about the same rate for both white 
and negro patients, and the proportions who died of the 
disease were similar. Antimicrobial therapy had similar 
effects on the survival of tuberculous patients of both 
races. The only notable difference between the two 
groups was the greater number of far-advanced cases 
among negroes at the time of diagnosis. The authors 
conclude that under similar conditions of environment 
the response of the negro to tuberculosis is similar to 
that of the white man and therefore that racial factors 
probably play a minor role in producing the observed 
differences in tuberculosis morbidity and mortality. 

I. Ansell 


338. Comparative Functional Studies in Cases of Exu- 
dative Pleurisy Treated With and Without Corticoids. 
[In English] 

I. HutAs and G. Nyirepy. Acta tuberculosea Scan- 
dinavica {Acta tuberc. scand.| 38, 12-17, 1960. 27 refs. 


Writing from the University Medical School, Budapest, 
the authors compare the functional and radiological 
changes observed in 20 patients with tuberculous pleural 
effusion who were treated with corticosteroids and anti- 
tuberculous drugs with those in 20 similar control cases 
treated without corticosteroids. Steroid therapy, which 
was continued for an average period of one month, 
consisted in cortisone in a dose of 20 to 25 mg. daily and 
20 units of ACTH weekly; some more recent cases 
were treated with prednisone, 10 to 25 mg. daily. The 
follow-up period ranged from 3 months to one year. 

Symptomatically, the patients who received corticoids 
responded more rapidly, with gradual absorption of the 
effusion; aspiration of the fluid in this group was re- 
quired three or more times in only 6 cases compared 
with 11 cases in the control group. Pleural adhesions 
occurred in 4 cases in the corticoid group, but in only 
one was the scar extensive and occurred in spite of early 
institution of treatment. In the control group 8 patients 


_tuberculous pleural effusion. 


developed adhesions, the scarring being extensive in 4. 
In regard to respiratory function spirometric studies 
showed a mean vital capacity in the treated group of 
3,350 ml. compared with 3,077 ml. in the control group. 
The maximum minute volume was 74-6 and 56-2 litres 
respectively for the two groups, while the mean Tiffenau 
number (an index of the elasticity of the lung expressed 
as the percentage of the vital capacity expired during the 
first second) was 80-4 in the treated group (normal value 
85), but only 65 in the controls. The authors therefore 
advocate the short-term use of corticosteroids in con- 
junction with antituberculous therapy in the treatment of 
H. F. Reichenfeld 


339. The Frequency and Nature of Drug Resistance in 
Tubercle Bacilli in Patients with Tuberculosis of the Lungs 
during Antibacterial Therapy. (O uacrote pasBuTua u 
xXapakTepe eKapcTBeHHOHM Ty6epKysies- 
HbIX MHKOOaKTepHi y OONbHBEIX TyOepKynesom 
Tepanun) 

M. Ja. Borina. J] podsaemu Tydepxyneza [Probl. 
Tuberk.] 38, 37-41, No. 1, 1960. 


The sensitivity to antibacterial drugs of strains of 
Mycobacterium tuberculosis recovered from the sputum 
of 274 patients with pulmonary tuberculosis undergoing 
antibacterial therapy was determined. The patients 
were divided into four groups: (1) 168 patients in whose 
sputum tubercle bacilli were constantly found; (2) 46 
patients in whose sputum tubercle bacilli were occasion- 
ally found; (3) 47 patients whose sputum had become 
free of tubercle bacilli on repeated examination for 
periods ranging from one month to one year; and (4) 
13 patients in whose sputum tubercle bacilli had never 
been detected during an illness ranging from 2 months 
to 17 years in duration. The sensitivity of the organisms 
was determined by direct plating of the sputum on Gel- 
berg’s solid medium containing various concentrations of 
streptomycin or isoniazid. 

In Group 1 66-7°% of strains were resistant to one or 
other drug and 28-9°%% to both. In Group 2 the propor- 
tion of resistant strains was 43-2% and only 10-5% 
showed double resistance. In Groups 3 and 4 only 
occasional strains were resistant. H. W. Swann 


340. Use of Kanamycin for Treatment of Pulmonary 
Tuberculosis Showing Deterioration during Chemotherapy 
T. Umezawa, Y. NAKAsIMA, M. Toyoizumi, and T. 
Tsukamoto. Journal of Antibiotics [J. Antibiot.] 12, 
328-334, Nov., 1959 [received Feb., 1960]. 2 refs. 


‘The authors of this paper from the Health Institute 
of the Metropolitan.Police Department, Tokyo, describe 
the results obtained with kanamycin in 10 cases of pul- 
monary tuberculosis in which there was exacerbation of 
the disease during treatment with streptomycin, PAS, and 
isoniazid. Of 8 patients with a positive sputum, the bacilli 
were resistant to streptomycin and PAS in 7 and to 
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isoniazid in 6. Kanamycin was given in a dosage of 1 g. 
twice weekly with 10 g. of PAS daily, this treatment being 
continued for one year. There was some radiological 
clearing in all cases, but after 9 months’ treatment the 
sputum was still positive in 6 of the 8 patients with a 
positive sputum originally; -resistance to kanamycin was 
observed in only one of these 6 patients. Audiometric 
tests did not reveal any impairment of hearing during 
kanamycin therapy. In 6 cases casts were found in the 
urine 2 to 4 months after the start of treatment, but these 
disappeared at the end of 12 months. G. M. Little 


341. Antituberculous Therapy Combined with Adrenal 
Steroids in the Treatment of Pleural Effusions: a Con- 
trolled Therapeutic Trial 

S. J. FLEISHMAN, A. M. Coetzee, S. MINDEL, J. BERJAK, 
and A. I. Licuter. Lancet [Lancet] 1, 199-201, Jan. 23, 
1960. 12 refs. 


In this paper from the Central Mining-Rand Mines 
Group, Johannesburg, the authors describe a controlled 
trial of antituberculous drugs combined with corticoster- 
oids in the treatment of 75 African gold-mine labourers 
suffering from pleural effusion, presumably of tubercu- 
lous origin. Each patient was assigned at random to 
one of four different treatment groups: (1) 500 mg. of 
ascorbic acid intramuscularly daily for the first 14 days 
(19 patients); (2) 600,000 units of procaine penicillin 
intramuscularly daily for the first 14 days (17 patients); 
(3) 1 g. of streptomycin sulphate and 600 mg. of isoniazid 
daily for 8 weeks (19 patients); and (4) the same as (3) 
with the addition of 30 mg. of prednisolone for 2 days, 
followed by 15 mg. daily for the remainder of the 8 
weeks (20 patients). Groups 1 and 2 were included 
because it was considered that some effusions might be 
due to scurvy or of post-pneumonic origin. 

Radiologically, there was no significant difference be- 
tween the first 3 groups in the rate of clearing of the fluid, 
but in Group 4 a highly significant improvement 
occurred during the first 4 weeks of treatment. The 
average erythrocyte sedimentation rate and the average 
weight of the patients after treatment showed a slight 
improvement in the steroid-treated group compared 
with the others. The authors consider that the lack of 
response to ascorbic acid indicates that effusions in mine 
workers in Johannesburg are not commonly due to 
scurvy. G. M. Little 


342. Experimental and Clinical Study of Kanamycin 
in Tuberculous Infection. (Etude expérimentale et 
clinique de la kanamycine dans I|’infection tuberculeuse) 
G. Brouet, J. MARCHE, J. CHEVALLIER, F. Liot, G. LE 
Meur, and —. BERGOGNE. Revue de tuberculose et de 
pneumologie [Rev. Tuberc. (Paris)| 23, 949-988, Oct.- 
Nov., 1959 [received Feb., 1960]. 20 figs., 16 refs. 


Before using kanamycin clinically the authors carried 
out a number of tests in vitro, in which they showed that 
of 37 different strains of tubercle bacilli investigated, 33 
were completely sensitive to kanamycin; further, of 20 
of these strains which had become resistant to strepto- 
mycin, 17 were sensitive to kanamycin. ‘In tests on mice 
and guinea-pigs the antituberculous activity of kanamycin 


was shown to be comparable to, if slightly less efficient 
than, that of streptomycin, while both drugs were less 
active than isoniazid. 

In the clinical trial, carried out on 70 patients aged 19 
to 68 years, 24 received kanamycin alone and 46 this 
antibiotic in combination with another drug, usually 
isoniazid or PAS. Kanamycin was given intramuscu- 
larly daily in two doses each of 0-5 g. Audiograms re- 
vealed some degree of deafness in 55 cases, especially in 
the older patients suffering from chronic disease who had 
previously been treated with streptomycin, but also when 
the total dosage of kanamycin approached 75 g. Urin- 
ary casts, generally granular, were noted in 41 cases 
under treatment, but disappeared on cessation of treat- 
ment. Because of the frequency of toxic effects the 
clinical results were difficult to interpret, since only 26 
of the 70 patients were able to continue the course for 
90 days. However, the authors state that some good 
results were obtained and they consider that kanamycin 
has a place in the treatment of acute tuberculosis 
in patients infected with streptomycin-resistant organ- 
isms. This antibiotic may also be useful in chronic 
cases, particularly when surgery is contemplated. 

G. M. Little 


343. Chemotherapeutic Pitfalls in the Treatment of 
Tuberculosis 

G. Poo.e and P. STRADLING. British Medical Journal 
[Brit. med. J.) 1, 161-165, Jan. 16, 1960. 4 figs., 31 refs. 


The full clinical records of 32 patients harbouring 
tubercle bacilli initially sensitive to streptomycin, PAS, 
and isoniazid who subsequently developed resistance to 
one or more of these drugs were examined at the Chest 
Clinic, Hammersmith Hospital, London. Previous treat- 
ment had been prescribed at various chest clinics, hos- 
pitals, and sanatoria. There were 59 instances of drug 
resistance in these 32 patients, 29 occurring in patients 
under treatment at home, 22 in patients in sanatoria, 
and 8 in patients in hospital. The resistance was to 
streptomycin in 21 instances, to isoniazid in 29, and to 
PAS in 9. In 47 instances there was initial drug resist- 
ance, while in 12 resistance was secondary to continua- 
tion of treatment after initial resistance had developed. 

The main causes of initial resistance were: (1) failure 
to take adequate amounts of the PAS prescribed (33 
instances); and (2) faulty prescribing (14), the commonest 
fault being treatment withisoniazidalone. Itissuggested 
that in 2 cases resistance was due to inherent deficiency 
of calcium benzamidosalicylate. Direct evidence that 
PAS had not been taken was obtained either from the 
patient or from the results of urine tests in 6 of the 32 
cases; failure to take PAS was also considered likely 
in a further 9 patients who proved uncooperative in 
other ways. Indirect evidence was provided by the 
rarity of PAS resistance—9 instances out of 59—al- 
though this drug was prescribed more frequently than - 
any other. 

A plea is made for closer supervision of chemotherapy, 
especially when PAS is prescribed. In the authors’ 
view long-term administration of streptomycin and isoni- 
azid daily is the only way of ensuring adequate treatment 
in spite of the patient’s shortcomings. B. Golberg 
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344. Treatment of Gonorrhoea with P.A.M. and 
Probenecid 

A. L. Hitton. British Journal of Venereal Diseases 
[Brit. J. vener. Dis.| 35, 249-251, Dec., 1959 [received 
March, 1960]. 9 refs. 


The effects of the treatment of gonorrhoea with peni- 
cillin aluminium monostearate (P.A.M.) together with 
probenecid (which inhibits the renal tubular excretion of 
penicillin) were assessed in a series of 64 patients treated 
by the author at the Royal Infirmary, Doncaster. Previ- 
ous workers have shown that a concentration of 1 unit of 
penicillin per ml. of blood for 24 hours is desirable to 
combat the increasing resistance of gonococci to the 
antibiotic. The results of preliminary tests indicated 
that 1-2 mega unit of P.A.M. intramuscularly and 2 g. 
of probenecid by mouth would produce the necessary 
concentration and this dosage was given in every case. 
The series included a small number of cases of reinfection 
and also of coexistent non-gonococcal urethritis. 

The default rate was low, 58 out of the 64 patients 
being followed for up to 70 days, and there were no appar- 
ent failures, the urethral discharge clearing within 48 
hours. Side-effects were few, but more frequent among 
female patients, 4 out of 13 complaining of burning and 
soreness of the throat. The author considers that with 
this treatment extra care may be necessary to ward off 
possible penicillin sensitivity reactions in view of the 
fact that in some of these cases high serum penicillin 
levels were achieved, the average being 1-27 unit per 
ml. at 21 to 30 hours after the injection. The cost of 
each treatment was 3s. 4d., which compares favourably 
with other treatment regimens, except that with strepto- 
mycin (cost Is. 2d. per treatment). A. J. Gill 


345. Susceptibility of Gonococci to Antibiotics and 
Sulfadiazine 

H. A. Hirscu and M. FINLAND. American Journal of 
the Medical Sciences [Amer. J. med. Sci.| 239, 41-50, 
Jan., 1960. 5 figs., 21 refs. 


Some recent reports have indicated a decrease in the 
sensitivity to penicillin of strains of Neisseria gonorrhoeae 
isolated from patients, such decrease being in some cases 
correlated with the failure of treatment of the disease 
with penicillin. : 

Working at the Thorndike Memorial Laboratory (Har- 
vard Medical School), Boston, the authors tested 
in vitro the sensitivity of up to 157 strains of gonococci 
isolated late in 1958 and early in 1959 from male patients 
with acute urethritis. The methods and antibacterial 
agents employed were those used in a previous study 
(Love and Finland, A.M.A. Arch. intern. Med., 1955, 
95, 66; Abstr. Wid Med., 1955, 18, 374), except that 
several additional antibiotics that have since become 
available were included, making in all 20 antibiotics and 
sulphadiazine. 


With the exception of penicillin and sulphadiazine, 
which showed a wide range of concentrations (over 200- 
fold) all the other agents inhibited all the strains tested 
within a 2-to-4-fold range of concentrations. Different 
antibiotics varied quantitatively in their activity, but 
there were only minor differences in the susceptibility 
of the strains to chemically related antibiotics. Penicillin, 
erythromycin, and the tetracyclines were the most active 
agents, while polymyxin B and colimycin (“ colistin ”’) 
were the least active. Nearly all the strains were moder- 
ately or highly susceptible to sulphadiazine. The most 
recent strains appeared to be slightly more sensitive to 
the tetracyclines and erythromycin and slightly less sensi- 
tive to streptomycin and chloramphenicol, while to peni- 
cillin they were very slightly less sensitive than in the 
study cited above, but about the same as in a similar 
study carried out in 1949 except that there was a greater 
proportion in the less sensitive range (0-04 to 0:2 pg. 
per ml.) among recent isolates. It was confirmed, how- 
ever, that strains isolated soon after treatment with 
penicillin from patients who denied re-exposure (pre- 
sumed penicillin treatment failures) were among the 
least susceptible to penicillin. 

The authors conclude that the present study provides 
no evidence of any large decrease in the susceptibility of 
gonococci to any of the antibiotics in common use in 
recent years. A. Ackroyd 


SYPHILIS 


346. Simplification of the Nelson Test: Use of Deep- 
frozen Syphilitic Rabbit Testes. (Zur Vereinfachung des 
Nelson-Tests: Verwendung tiefgefrorener syphilitischer 
Kaninchenhoden) 

A. HENSCHLER-GREIFELT. Arztliche Wochenschrift 
[Arztl. Wschr.] 14, 987-989, Dec. 25, 1959. 1 fig., 
7 refs. 


One of the many outstanding problems of the tre- 
ponemal immobilization (T.P.I.) test is the inability of 
serologists to grow Treponema pallidum on artificial 
medium. The current practice is to obtain living organ- 
isms of the Nichols strain from the testicles of rabbits. 
Inoculation of new rabbits at weekly intervals is usually 
required. This procedure makes the T.P.I. test expen- 
sive, dangerous to technicians, dependent upon a large 
colony of rabbits, and complicated. Any attempt to 
simplify it, therefore, is welcome. 

It has been known for many years that 7. pallidum is 
not harmed by exposure to cold, and storage at low 
temperatures has been used for some time. The author, 
writing from the University Skin Clinic, Wirzburg, 
describes a simple and cheap method of preserving T. 
pallidum for use in the T.P.I. test. Infected rabbits’ 
testicles are removed with the usual sterile precautions 
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and placed in a specially designed glass tube. This is 
rapidly cooled to —80° C. by means of a carbon dioxide- 
acetone mixture. A special rack for the tubes which fits 
into a vacuum-flask container is also described and illus- 
trated, the container being kept in the refrigerator at 
+4°C. The addition of dry ice every 2 to 3 days and 
acetone at longer intervals are required to keep the 
temperature of the specimens at —80 to —64° C. When 
the treponemes are required one of the tubes is removed 
and placed in a water bath at 35°C. The treponemes 
are then extracted from the testicular tissue in the usual 
way. 

The author has used this technique for storing T. 
pallidum on 50 separate occasions, the longest period of 
storage being 12 months. The organisms were virulent 
in all cases and the specimens contained between 80 and 
90° motile treponemes. However, he found that deep- 
frozen T. pallidum were not as satisfactory as fresh organ- 
isms because in negative tests and in control sera they 
gave a motility count of 80°% compared with 92 to 100% 
with the fresh organisms. 

He concludes that the method is useful in providing a 
reserve of strains of T. pallidum, in reducing the number 
of rabbits required in the laboratory, and in preventing 
strains from dying out owing to technical difficulties. 
The T.P.I. test itself is better carried out with fresh 
organisms from rabbits’ testicles which have been 
infected from frozen material. R. D. Catterall 


347. Experimental Research in the Treatment of 
Syphilis. (Ricerche di terapia sperimental dell’infesione 
sifilitica) 

V. Minerva dermatologica [Minerva derm. 
(Torino)] 35, 12-17, Jan., 1960. 31 refs. 


In this paper from the Istituto di Clinica Dermo- 
sifilopatica of the University of Catania the author 
surveys the literature on the effects of anti-reactive 
steroid hormones on the course of syphilis and then 
describes his own experimental and clinical findings. 

Groups of 12 rabbits were inoculated with treponemes 
of the Nichols strain and treated with prednisone or 
prednisone plus penicillin. Dosage schedules and tech- 
nical details are briefly indicated. In the prednisone- 
treated rabbits there was a gradual reduction in the size 
of the syphiloma over 20 days and treponemes were 
found up to the 6th to 8th day, whereas in those treated 
with prednisone plus penicillin the treponemes dis- 
appeared in 6 to 48 hours and the lesions healed in 6 
to 10 days. In the two treated groups and an untreated 
control group the antibody titre varied little, being about 
264 units. In the two treated groups treponemal im- 
mobilization was 92 to 100° positive throughout the 
observation period of one year. Histological examina- 
tion of the controls showed the usual picture. In the 
group treated with prednisone only the inflammatory 
infiltrate was less marked and appeared patchy. In the 
group given prednisone and penicillin the inflammatory 
infiltrate was confined to small, mainly perivascular 
foci and consisted mainly of histiocytes and lymphocytes. 
Staining with toluidine blue and the periodic-acid— 
Schiff reaction showed an increased amount of amor- 


phous ground substance, most marked in the prednisone- 
penicillin group. 

In clinical trials 33 consecutive patients with syphilis 
were given comparable courses of various corticoids with 
or without penicillin. Steroid treatment cleared the 
primary chancre of treponemes in 3 to 4 days and de- 
creased the exudate, repair being complete in 6 to 10 
days. Resolution of lymphadenopathy was slow and 
seronegativity (including a negative treponemal immo- 
bilization (T.P.I.) reaction) persisted. In seropositive 
primary cases the local lesions resolved similarly, but 
there was no change in the serological reactions and no 
rise of temperature. Treatment with steroids plus peni- 
cillin cleared the primary chancre of treponemes in 48 
hours, with healing in 6 to 8 days, lymphadenopathy 
resolving later. Seronegative primary cases remained 
seronegative; in seropositive primary and in secondary 
cases there was a reduction by about 50% in the titre 
of the classic reactions, but no change in the T.P.I. 
reaction. In very long-standing cases the change in 
titre was not so marked and was quite often absent. 

To assess the action of steroid hormones on the 
Herxheimer reaction the author injected a highly pyro- 
genic, formol-killed vaccine into patients with various 
skin diseases, prednisolone, ACTH (corticotrophin), or 
hydrocortisone being given in addition in certain cases. 
The vaccination was followed by a pyrexial spike up to 
39-5° C. in the controls and all the treated -patients 
except those given prednisolone. Finally, the serum 
from 15 patients under treatment with various corti- 
coids was used in a T.P.I. test and the absence of any 
significant direct effect of these sera on treponemal 
immobilization was demonstrated. 

The conclusion reached is that corticoids modify the 
clinical manifestations of syphilis at all stages, but have 
no direct effect on the treponeme. This effect is probably 
due to the anti-inflammatory action of the corticoids 
and possibly also to their allowing better perfusion of the 
local lesion by tissue fluid. The inhibitory effect of 
steroids on the Herxheimer reaction is thought to be due 
to a direct action on the thermoregulatory centre. 

F. Hillman 


348. G.P.I. in an Observation Ward 
R. Steer. Lancet [Lancet] 1, 121-123, Jan. 16, 1960. 
5 refs. 


Parenchymatous neurosyphilis is generally considered 
to be rare, but the author records that 18 cases of general 
paralysis of the insane (G.P.I.) were admitted to the St. 
Pancras Observation Ward, University College Hospital, 
London, during the 18-month period April, 1957, to Sep- 
tember, 1958. No previous treatment had been given 
in 12 of these cases. In addition there were admitted 
during the same period one case of juvenile G.P.I. and 
2 cases of dementing illnesses in which the Kahn reaction 
was positive in the blood serum but the blood Wasser- 
mann reaction and the cerebrospinal-fluid findings were 
negative. The patients in these last 2 cases had recently 
received intensive treatment with antibiotics for respira- 
tory infections; one of them subsequently died from 
syphilitic aortitis. The case histories of 12 untreated 
and 2 recently treated patients are briefly summarized 
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to show the considerable variations in the presenting 
features and also to emphasize that clinical examination 
without serological tests is insufficient to exclude 
syphilis. 

The author considers that neurosyphilis is probably 
more common than is generally thought to be the case, 
since only those patients who do not reach general or 
mental hospitals or are not effectively treated are likely 
to be seen in an observation ward. He stresses the 
importance of routine serological tests and of a careful 
follow-up even when treatment appears to be successful. 

A. J. King 


LYMPHOGRANULOMA VENEREUM 


349. Lymphogranuloma Venereum. A Study of the 
Pathology and the Pathogenetic Problems Based on Ob- 
servation of Eight Cases Examined Post Mortem. [In 
English] 

L. JORGENSEN. Acta pathologica et microbiologica 
Scandinavica [Acta path. microbiol. scand.] 47, 113-139, 
1959. 14 figs., bibliography. 


After a brief review of the literature the author 
summarizes the salient clinical and pathological features 
of 8 cases of lymphogranuloma venereum examined post 
mortem at Ulleval Hospital, Oslo. The patients were 
aged 44 to 68 years and the average duration of illness 
was 26 years. In all cases the diagnosis was confirmed 
at necropsy. Six females and one male had rectal stric- 
tures, while the remaining male had polyserositis. Three 
cases presented with rectal stricture and 4 with constipa- 
tion. A definite history of lymphadenitis was given in 
3 cases only, including the one with polyserositis. 

The affected lymph nodes were enlarged to “ the size 
of a walnut’ and were usually discrete, but in 2 cases 
the inguinal nodes were matted together. The great 
predominance of plasma cells in the nodes is stressed, but 
numerous large mononuclear cells with scanty cytoplasm 
were also present. Necrotic lesions of the lymph nodes 
were of gumma type, apparently made up of necrotic 
mononuclear “‘ ghost cells’. The borders of the necro- 
tic areas showed only necrotic mononuclear cells, palli- 
sading was scanty and indistinct, and Langhans cells 
were absent, but occasional Sternberg cells were seen. 
Gamma bodies 1 to 3 y in diameter were seen in the 
intercellular position and often surrounded by a halo. 
Smaller bodies 0-5 in diameter were seen in Pappen- 
heimer-stained sections and possibly represented elemen- 
tary bodies. Fibrosis of the nodes was present and the 
remnants of lymph sinuses were seen as dilated spaces. 
The smaller arteries showed endothelial hyperplasia and 
intimal hyalinization. In 2 cases the spleen weighed 300 
g. and was soft. In the others the spleen was small and 
firm, with atrophic Malpighian corpuscles, and contained 
numerous plasma cells. 

The 7 rectal strictures were situated 10 to 40 cm. above 
the anus, and in 3 cases anal and perianal hypertrophy 
were present as well. The mucosa showed irregular, 
coarse, longitudinal folds with fissures in between. 
Perianal fistula and rectal perforation occurred once 
each. Induration usually extended into the surrounding 


fat. Above the stricture the colon was usually dilated. 
Histologically, the mucosa was lost, the inflammatory 
infiltrate in all coats consisted predominantly of plasma 
cells, and the over-all picture was that of a chronic 
lymphangitis with perivascular and perineural infiltration 
with plasma cells, lymphocytes, and large mononuclear 
cells. Fibrosis of the outer layers was intense. Two 
of the female patients had a squamous carcinoma of the 
cervix and another had a cervical erosion. The vascular 
findings are briefly outlined. In 3 cases the liver was 
enlarged to 1,840 to 3,200 g. and in the case with poly- 
serositis it was cirrhosed and weighed 1,100 g. Pyelitis 
or pyelonephritis was present in 7 of the 8 cases, plasma 
cells and large mononuclear cells predominating also 
in the renal lesions. Only in one case was the brain 
examined, and this showed perivascular lymphocytic 
and plasma-cell infiltration. 

Finally the pathogenesis is discussed in the light of 
current views. The author believes that surface spread 
of the virus from the genital region or direct rectal im- 
plantation occurs. This is followed by penetration of 
the reticulo-endothelial system by the virus and a hyper- 
sensitivity reaction, producing the necrosis. 

F. Hillman 


NON-SPECIFIC URETHRITIS 


350. Female Consorts of Men with Non-gonococcal 
Urethritis 

N. Rosepare. British Journal of Venereal Diseases 
[Brit. J. vener. Dis.] 35, 245-248, Dec., 1959 [received 
March, 1960]. 4 refs. 


The author has studied at St. Mary’s Hospital, London, 
the case records of 150 consecutive female consorts of 
men with non-gonococcal urethritis (N.G.U.) with the 
object of assessing the value of routine examination of 
such contacts and of the effect if any of their treatment 
on the subsequent relapse or reinfection of their sexual 
partners or husbands. Clinical examination in each case 
comprised general inspection, examination of urethral and 
cervical smears and cultures, the obtaining of a vaginal 
smear for dark-ground microscopy, and performance of 
the Wassermann and V.D.R.L. tests. 

Of the 150 women, 99 showed no abnormality of the 
urethra, cervix, or vagina, while 20 had cervicitis only, 
13 vaginitis only, and 18 both vaginitis and cervicitis, 
Trichomonas vaginalis being isolated in 18 cases. No 
fixed form of treatment was adopted, but the various 
measures employed included local treatment with acetar- 
sol or “‘ penotrane” pessaries, the administration of 
various antibiotics, or of streptomycin with sulphona- 
mides. No specific treatment was given in 8% of these 
cases, 15-3°%% received local treatment only, 52°6°% were 
given similar treatment to that of the male consort, while 
the remaining 24°% received this treatment plus vaginal 
pessaries. The records of the male patients with N.G.U. 
of whom these females were the consorts were also 
studied. Of these, 68°% were husbands or regular con- 
sorts and among them the “ recurrence ” rate was 21-6%. 
T. vaginalis was found in 12°% of the females, but in 
only 1-5% of the men. 
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Discussing theories of the origin of N.G.U. the author 
concludes that a venereal cause is likely and that examina- 
tion of the female consort is reasonable. Lack of know- 
ledge of the specific cause of the condition, however, 
makes evaluation of the results of treatment of the female 
consort virtually impossible; in the author’s opinion the 
mechanism of the condition is more involved that the 
straightforward transmission of an infective agent. He 
notes that in this series the recurrence rate (22:9°%%) among 
regular partners of treated females did not differ much 
from the general recurrence rate when the female is 
untreated. Nevertheless, it is concluded that continued 
examination of female consorts in an effort to identify 
further aetiological factors is justified. A. J. Gill 


351. Treatment of Non-gonococcal Urethritis with Sig- 
mamycin: a Controlled Method of Investigation 

W. Leacu. British Journal of Venereal Diseases (Brit. 
J. vener. Dis.] 35, 223-230, Dec.,.1959 [received March, 
1960]. 6 figs., 5 refs. 


With the object of evaluating the effects of “ sigma- 
mycin” (a combination of tetracycline hydrochloride 
and oleandomycin phosphate) in the treatment of non- 
gonococcal urethritis (N.G.U.) the author has carried 
out at St. Thomas’s Hospital, London, a trial on 200 male 
out-patients with N.G.U., using the double-blind tech- 
nique. Patients with a recent history of gonorrhoea 
and also those known to be unlikely to attend regularly 
were not included in the trial. The diagnosis of N.G.U. 
was established by examination of urethral smears and 
by cultures to exclude gonorrhoea, and fresh smears and 
cultures were examined as a routine to exclude the pre- 
sence of Trichimonas vaginalis. Follow-up investiga- 
tions included the two-glass test on an early morning 


. specimen of urine (beginning with the first voided on the 


day after the initial visit) and at the end of 4 or 5 weeks 
prostatic massage and re-examination of prostatic smears 
and cultures. For the first 100 men the dosage of sigma- 
mycin was 100 mg. 6-hourly for 4 days, but for the second 
100 this was increased to 500 mg. 6-hourly for 5 days. 
The placebo, given at random, was lactose in both series. 


The response was assessed subjectively by the patients’ 


own observations and objectively by the two-glass urine 
test performed on early morning specimens. All the 
patients were seen weekly up to 2 weeks after the urine 
became clear, then fortnightly for 8 weeks, and again at 
the end of 12 weeks. Response to treatment was graded 


“‘ immediate gradual”, or “ none”; an immedi- 
. ate response was recorded when the two-glass test result 


became normal within 7 days. 

In the first series of 100 patients the cure rate following 
the small dose was only 39%, but rose to 71% with the 
large dose. The latter rate is akin to that achieved with 
tetracycline alone and-indicates that synergism between 
the two antibiotics in combination does not exist. Tak- 
ing into account the cases which cleared up more slowly 
over a period of 8 weeks the cure rates rose to 83 and 
93°% in the small-dose and large-dose groups respectively ; 
it is noted, however, that the control group showed a 
cure rate of 60-5°% without treatment over the same 
period. After the larger dose there was less chance of 


recurrence or complications; toxic effects were un- 
important. The author hopes that the method used in 
this investigation, which is described in full detail, may 
serve as the basis for a standard in future trials of new 
drugs. A. J. Gill 


352. Treatment of Non-specific Urethritis with Tri- 
acetyl-oleandomycin 

G. W. Csonxa. British Journal of Venereal Diseases 
[Brit. J. vener. Dis.] 35, 262-263, Dec., 1959 [received 
March, 1960]. 6 refs. 


The clinical effects of triacetyl-oleandomycin, a new 
derivative of oleandomycin, were assessed by the author 
in a series of 24 cases of non-specific urethritis (N.S.U.) 
seen at St. Mary’s Hospital, London, the effects of the 
antibiotic being compared with those of a placebo in a 
double-blind trial. All the patients had well-marked 
N.S.U. of less than 8 days’ duration (mean 3-3 days). 
The dosage of the antibiotic was 250 mg. four times 
daily for 4 days, and success or failure was judged by the 
presence or absence of urethral discharge on the 6th 
and 7th days after the start of treatment, this early 
assessment being carried out to obviate the usual high 
defaulter rate, and also because of the unpredictable 
course of the disorder and to lessen the risk of reinfection. 
Cultural tests for pleuropneumonia-like organisms were 
also performed before treatment in all cases, but the 
presence of these organisms appeared to be independent 
of the effects of the drug on the urethritis. 

Urethral discharge had ceased after 6 or 7 days in 9 
(75°%) of the 12 cases treated with the antibiotic and in 
only 2 (20°) of the 10 patients given the placebo; the 
remaining 2 patients were later found to have gonorrhoea 
and were excluded from the assessment. The only toxic 
effect of the antibiotic was mild diarrhoea in one case. 
The question of “ cure” was not explored in this study. 
Patients showing a poor response at 7 days were given a 
course of oxytetracycline. A. J. Gill 


353. Treatment of Non-gonococcal Urethritis with Tri- 
acetyl-oleandomycin 

R. R. Wittcox British Journal of Venereal Diseases 
[Brit. J. vener. Dis.] 35, 264-265, Dec., 1959 [received 
March, 1960]. 


At St. Mary’s Hospital, London, the author has treated 
100 male patients, 30 of them negroes, suffering from 
uncomplicated non-gonococcal urethritis with a prepara- 
tion of triacetyl-oleandomycin (“evramycin’’), the 
dosage in all cases being one 250-mg. capsule four times 
daily for 6 days (total 6 g.). In allcases also the presence 
of gonococci was excluded by examination of Gram- 
stained urethral smears and routine serological tests for 
syphilis were carried out. Surveillance was for a 3- 
month period. Of 85 patients followed up, 23 (27-1%) 
were re-treated for the urethritis within 3 months, but 
no attempt was made to distinguish relapse from reinfec- 
tion within that period. The over-all success rate was 
72:9% and side-effects (rectal irritation and soreness) 
were noted in only 3 cases. It is concluded that tri- 
acetyl-oleandomycin is an effective new drug for the 
treatment of non-specific urethritis. A. J. Gill 
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354. Diethylcarbamazine in Tropical Pulmonary Eosino- 
philia 


A. SHANKER, R. K. BHARGAVA, and B. N. SHRIVASTAVA. 
British Medical Journal [Brit. med. J.) 1, 100-103, 
Jan. 9, 1960. 21 refs. 


The authors report from Gandhi Medical College, 
Bhopal, India, the results of a trial of diethylcarbamazine 
in the treatment of 58 cases of tropical eosinophilia; 
only patients with an absolute eosinophil count of 4,000 
c.mm. or more and without clinical or laboratory evidence 
of filarial infection were included. Diethylcarbamazine 
was given by mouth in 50 cases and intramuscularly in 8, 
the usual oral dose being 8 mg. per kg. body weight daily 
for 8 to 15 days. Gradual reduction of dosage was not 
considered necessary and the drug was stopped as soon 
as the haematological response was satisfactory. The 
cases were followed up at fortnightly intervals [period 
not stated]. 

Of the 50 patients treated orally, 49 were completely 
cured haematologically, although one of them continued 
to have symptoms. The eosinophil count showed a 
definite fall within 4 days of the start of treatment in 
about 50°% of the patients, and 29 were cured within 10 
days, 43 within 16 days, and almost all the responding 
cases by the 23rd day. In contrast to arsenical therapy 
the incidence of toxic side-effects following diethylcar- 
bamazine by mouth was low, only a few patients experi- 
encing anorexia and nausea. Two of the patients in the 
series who responded to diethylcarbamazine had previ- 
ously proved resistant to arsenic and a third similar case 
has been seen since the study was completed. Of the 
8 patients treated with diethylcarbamazine intramuscu- 
larly, only one was cured and the incidence of side-effects 
was high; 6 of those not benefited responded to oral 
treatment and the remaining patient was cured with 
arsenic. (Forty of these cases studied at Lucknow were 
previously reported by Misra et al. (J. Indian med. Ass., 
1959, 32, 232).) It is concluded that the therapeutic 
efficacy of oral diethylcarbamazine is equal to that of 
parenteral arsenic therapy and that it has several im- 
portant advantages over the latter. P.T. Main 


355. Diethylearbamazine Therapy in Tropical Eosino- 
philia 

K. NaTH and S. N. PANpDEYA. British Medical Journal 
[Brit. med. J.| 1, 104-107, Jan. 9, 1960. 2 figs., 48 refs. 


The results in 44 patients, 34 male and 10 female, aged 
from 16 to 75 years with tropical eosinophilia who were 
treated with diethylcarbamazine by mouth in a daily 
dosage of 8 mg. per kg. body weight are here reported 
from King George’s Medical College, Lucknow. All 
had eosinophil counts of 4,000 per c.mm. or more and 
pulmonary symptoms or signs; filarial infection was 
excluded. Treatment was continued until a satisfactory 
clinical and haematological response was observed. 


Of the 44 patients, 40 (91°%) were considered to be 
cured, and in the remaining 4 there was a partial haemato- 
logical response without, however, marked symptomatic 
improvement. In those who responded there was com- 
plete or partial relief within 4 days of starting therapy, 
and at the end of 2 weeks there was complete sympto- 
matic relief. In over half the cases there was a definite 
fall in the eosinophil count within 4 days of starting treat- 
ment. Anorexia and nausea were complained of by 
** only a small percentage ” and 2 patients vomited. Of 
the 4 patients who did not respond to diethylcarbamazine, 
2 had responded to the drug on previous occasions. Sub- 
sequent treatment with arsenic was successful in these 4 
cases. The authors considered that diethylcarbamazine, 
is superior to arsenicals in the treatment of tropical 
eosinophilia, and it was equally effective in those patients 
with extrapulmonary symptoms. _ Ina short discussion of 
aetiology the authors state that evidence is accumulating 
to support the suggestion that tropical eosinophilia is an 
allergic response to some form of helminthic infestation. 

P. T. Main 


INFECTIOUS DISEASES 


356. The Evaluation of Furazolidone in the Treatment of 
Shigellosis 

M. E. MusGrAve and H. G. Arm. Antibiotic Medicine 
and Clinical Therapy (Antibiot. Med.] 7, 17-21, Jan., 
1960. 9 refs. 


The value of furazolidone in the treatment of shigellosis 
was studied by a U.S. Naval Research Unit in 47 Egyptian 
civilians aged 12 to 58 years admitted to the Abbassia 
Fever Hospital, Cairo. A first series of 29 patients were 
treated with 100 mg. of furazolidone 4 times daily for 
7 days. Of these, 8 were infected with Shigella dysen- 
teriae, 16 with Sh. flexneri, one with Sh. boydii, and 4 with 
Sh. sonnei. In all but one case the stools were negative 
for Shigella and their consistency normal after 4 days, 
but in 2 cases [strains not stated] the stools became 
positive again a week after stopping treatment. 

In a second study the course of the disease in treated 
and untreated patients selected at random was compared, 
a double-blind technique being used. Each patient 
received a cachet of a sugar placebo or of furazolidone 
4 times daily during the first week, the preparations 
being reversed during the second week of treatment. 
Ten patients received the placebo during the first week 
and 8 others were given furazolidone. Of the former, 
4 were infected with Sh. dysenteriae and 6 with Sh. 
flexneri; of the latter, 4 were infected with Sh. dysen- 
teriae, 3 with Sh. flexneri, and one with Sh. boydii. By 
the sixth day of observation the stools of all 8 treated 
patients were negative bacteriologically, whereas those 
of 3 controls were still positive, becoming negative only 
during the second week, when furazolidone was given. 
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Of 37 patients from whom stool cultures were obtained 
daily for a week after completion of treatment, those of 
35 were free of organisms. 

There were no side-effects from the drug treatment. 
All the Shigella isolated were sensitive in vitro to fura- 
zolidone, the majority to 0-8 mg. per 100 ml. or less. No 
change in sensitivity was noted during or after treatment 
in those cases in which the treatment failed. Viability 
could not be demonstrated by subculture where growth 
had been completely suppressed. I. M. Librach 


357. Necrotic Tropical Ulcers and Mycobacterial 
Causative Agents 
P. G. JANSSENS, M. J. QUERTINMONT, J. SIENIAWSKI, and 


F. Gatti. Tropical and Geographical Medicine [Trop. - 


geogr. Med.\ 11, 293-312, Dec., 1959 [received March, 
1960]. 21 figs., 14 refs. 


The aetiology and treatment of phagedaenic ulcers, 
which are prevalent in tropical countries and are associ- 
ated with malnutrition, have been studied by a number 
of workers. Bacteriologically, Vincent’s organisms are 
usually present. In two well-defined areas in the Belgian 
Congo these tropical ulcers are due to the presence of 
large numbers of acid-fast bacilli. The ulcers are found 
mostly in children, commonly on the limbs, especially the 
legs; they are also seen on the trunk and, rarely, on the 
face. They may be multiple. The initial lesion may 
be an oedematous area which gradually spreads; it is 
painful and usually cold. Necrosis and a large, deep 
ulcer follow. In some cases the initial lesion may be a 
necrotic papule which extends superficially and deeply, 
producing the ulcer; the underlying muscle and bone 
may also be affected. These ulcers are very slow to 
heal. 

Of 23 patients in one series, none had tuberculosis or 
leprosy, nor had they been in contact with patients 
suffering from these diseases. The Mantoux reaction 
(1 in 100 tuberculin) was negative, but the reactions to 
avian tuberculin and to lepromin were positive. 

The organisms isolated appeared to be related to Myco- 
bacterium ulcerans, but the aetiology of the disease is still 
obscure. S. T. Anning 


358. Pilot Histoplasmosis Survey in Delhi Area 
R. VISWANATHAN, S. C. CHAKRAVARTY, H. S. RAND- 
HAWA, and A. J. H. DEMontTeE. British Medical Journal 
[Brit. med. J.| 1, 399-400, Feb. 6, 1960. 9 refs. 


The incidence of the benign form of histoplasmosis is 
high in some areas of N. America; the disease is also 
found, though to a lesser extent, in Europe and Australia. 
In this paper from the University of Delhi the authors 
describe a pilot study undertaken to determine the inci- 
dence of the disease in rural, urban, and riverine areas 
of Delhi. A total of 747 unselected individuals of all 
ages over 5 years were subjected to the histoplasmin test 
(0-1 ml. of a 1% dilution of the antigen injected intra- 
dermally) as well as to the intradermal tuberculin test 
(5 T.U. of P.P.D.), the reactions being recorded 48 hours 
later. An induration measuring 5 by 5 mm. was con- 
sidered to indicate a positive reaction. All reactors were 
subjected to full physical, radiological, and laboratory 


examinations, including culture of blood and bronchial 
aspirations. 

It was found that 20-1% of the subjects examined gave 
a positive reaction to the histoplasmin test, the percentage 
for rural areas being 2-9, for urban 4-9, and for riverine 
12:3. The results of laboratory tests in the positive 
reactors were negative, but 17 out of 26 of these had 
multiple pulmonary calcification. The authors conclude 
that a more comprehensive survey should provide further 
information about the epidemiology of histoplasmosis in 
India. C. A. Hoare 


359. Hepatic Dysfunction in Human Trypanosomiasis. 
I. Abnormalities of Excretory Function, Seroflocculation 
Phenomena and Other Tests of Hepatic Function with 
Observations on the Alterations of These Tests during 
Treatment and Convalescence 

D. H. H. Ropertson and A. R. JENKINS. Transactions 
of the Royal Society of Tropical Medicine and Hygiene 
[Trans. roy. Soc. trop. Med. Hyg.| 53, 511-523, Nov., 
1959. 1 fig., 31 refs. 


From the East African Trypanosomiasis Research 
Organization, Tororo, Uganda, the authors describe a 
study based on the observation of 132 new cases of infec- 
tion with Trypanosoma rhodesiense in patients from south- 
east Uganda, none of whom had received treatment before 
admission to hospital. Various aspects of liver function 
were investigated in the different stages and states of the 
disease by means of the “* bromsulphalein ”’ (BSP) toler- 
ance, thymol turbidity, thymol flocculation, zinc sulphate 
turbidity, and hippuric acid synthesis tests. In addition 
urine was examined daily for level of urobilinogen, 
urobilin, and bilirubin excretion, and the serum bilirubin 
level was also estimated in a proportion of the cases. 

Although clinical jaundice is uncommon in infection 
with 7. rhodesiense in man an increase in the total serum 
bilirubin level was frequently seen in early cases in the 
acute febrile stage. Excess urobilinogen in the urine 
was found in 83°% of early cases, 679% of intermediate 
cases, and 40°% of late cases, while bilirubinuria occurred 
in 80° of the early cases, but was less common and less 
severe in the late. The result of the BSP tolerance test 
was always abnormal in acute febrile early cases, but 
was normal in the clinically mild apyrexial cases. It 
rapidly returned to normal after treatment, doing so 
before the serum bilirubin level. Patients with a raised 
serum bilirubin level did not necessarily show an ab- 
normal result in the turbidity or flocculation tests, 
although the latter frequently became abnormal after the 
3 weeks’ course of treatment with either suramin alone 
or suramin followed by melarsen oxide and BAL. 
Hepatic excretory function consistently improved during 
treatment and convalescence, irrespective of alterations 
in the seroflocculation phenomena. Abnormal hippuric 
acid synthesis was noted in one late case and in another 
due to T. gambiense. The result of this test became 
normal soon after treatment was begun. 

These investigations are considered to indicate that in 
T. rhodesiense infection there is a parenchymatous dis- 
order of the liver of greatly varying severity, which is 
reversible by specific treatment with the drugs mentioned. 
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Hepatic dysfunction may be responsible for the intoler- 
ance of severely ill patients to melarsen oxide and BAL, 
and for this reason a cautious approach to treatment is 
recommended. I. M. Rollo 


360. Hepatic Dysfunction in Human Trypanosomiasis. 
Il. Serum Proteins in Trypanosoma rhodesiense Infections 
and Observations on the Alterations Found after Treat- 
ment and during Convalescence 

A. R. Jenkins and D. H. H. Ropertson. Transactions 
of the Royal Society of Tropical Medicine and Hygiene 
[Trans. roy. Soc. trop. Med. Hyg.) 53, 524-533, Nov., 
1959. 20 refs. 


The authors report the results of electrophoretic 
analysis of the serum proteins in 26 early and 10 late 
cases of infection with Trypanosoma rhodesiense which 
formed part of the larger series previously described 
[see Abstract 359]. Early cases are defined as those in 
which the cerebrospinal fluid (C.S.F.) contained less 
than 10 leucocytes per c.mm. and less than 25 mg. of 
protein per 100 ml., while late cases were those in which 
the C.S.F. protein level was higher than 35 mg. per 
100 ml. Among the early cases were 6 with a chancre 
in the acute, hot, oedematous stage, and 4 with a 
desquamating stigma of a healing chancre. 

In early cases in the acute febrile stage there was a 
reduction in the serum total protein and serum albumin 
levels. This reduction preceded any rise in the y- 
globulin fraction and was corrected during treatment and 
subsequently. Some individual early cases showed an 
increase in the y-globulin fraction on admission, which, 
however, declined with treatment, while others showed a 
rise in this fraction after treatment, but this also sub- 
sequently declined. In late cases the serum albumin 
level was low and the y-globulin fraction was increased. 
Very high y-globulin levels were found characteristically 
in the chronic “ tolerant ” late cases. The “ intolerant ” 
cases with severe wasting showed marked reduction in 
the serum albumin level and a very low total protein 
value. Lastly, in acute early cases the fall in the serum 
albumin level was sometimes precipitous and it is sug- 
gested that a toxic destruction or hyperkatabolism of 
albumin without compensatory hyperanabolism may have 
occurred. 

The authors suggest that the hypergammaglobulin- 
aemia may be a measure of reticulo-endothelial activity, 
unrelated to immunity, and that the y-globulin levels 
found were also related to the duration of infection. In 
cases in the late stage with a low y-globulin level the 
trypanosomes might be “locked” within the central 
nervous system, that is, absent from situations in which 
they could excite a humoral reaction. I. M. Rollo 


361. Bephenium WHydroxynaphthoate against Hook- 
worm in West Pakistan 
N. AHMAD and G. Rasoot. Journal of Tropical Medi- 


cine and Hygiene [J. trop. Med. Hyg.] 62, 284-285, 
Dec., 1959. 3 refs. 


Bephenium hydroxynaphthoate (“‘ alcopar”’), a new 
drug for the treatment of hookworm and roundworm 
infections, was given a trial in the treatment of 78 


patients so infected in the Lahore district of Pakistan. 
Each patient received 5 g. of the drug (containing 2°5 
g. of bephenium base) in 14 oz. (42 ml.) of water on an 
empty stomach in the morning and a saline purge was 
given 2 hours after the dose. As a control group, 72 
infected patients were given 30 to 40 minims (1-7 to 2-3 
ml.) of tetrachloroethylene. Follow-up stool examina- 
tions were made 7 days after treatment and Stoll egg- 
counts compared with pre-treatment counts. Those 
patients who were still infected at this time were given a 
second treatment. 

Of the 78 patients treated with alcopar, 74 presented 
for follow-up and of these, 61 (82-4°%) were negative 
after the Ist dose. Of the 65 patients treated with tetra- 
chloroethylene who presented for follow-up, only 12 
(18-5°%) were negative after the Ist dose. The mean 
reduction in egg counts in post-treatment positive cases 
was 58°% for bephenium hydroxynaphthoate and 22°6% 
for tetrachloroethylene. Of 10 patients given a second 
dose of bephenium hydroxynaphthoate, 8 gave a negative 
result on follow-up, whereas of 15 patients re-treated 
with tetrachloroethylene, only one was negative at follow- 
up. The total cure rate for bephenium hydroxynaphtho- 
ate was 93-2%% compared with 20° for tetrachloro- 
ethylene. Of 1,378 hookworms (454 males and 924 
females) isolated from the stools of patients treated 
with bephenium hydroxynaphthoate, 2 were found to be 
Necator americanus and the remainder were Ancylostoma 
duodenale. 

Side-effects such as nausea, vomiting, and giddiness 
were seen in 2 anaemic patients given alcopar, and one 
also had palpitation. In patients treated with tetra- 
chloroethylene side-effects in the form of nausea, vomit- 
ing, depression, pallor, and bradycardia occurred in 40 
cases. 

The authors conclude that bephenium hydroxynaph- 
thoate is more efficacious than tetrachloroethylene in the 
treatment of hookworm infection and that side-effects 
are rare with this new drug. O. D. Standen 


NUTRITIONAL AND METABOLIC 
DISORDERS 


362. The Haematological Picture in Kwashiorkor and 
Marasmus 

L. G. MACDOUGALL. Transactions of the Royal Society 
of Tropical Medicine and Hygiene [Trans. roy. Soc. trop. 
Med. Hyg.) 54, 37-43, Jan., 1960. 26 refs. 


Since a high incidence of megaloblastosis in children 
with kwashiorkor has been reported from both India and 
South Africa, it was decided to study the blood in 8 
cases of this disease and in 10 cases of marasmus ad- 
mitted to the King George VI Hospital, Nairobi. Most 
of the patients, who ranged in age from 1 to 5 years, 
were of the Kikuyu tribe, but only 6 came from areas 
where malaria and ancylostomiasis are endemic. It 
became evident that severe anaemia was rarely a feature 
in these cases, nor were frank infections frequent in the 
series, and although the myeloid:erythroid ratio was 
generally above 4:1 in the marasmic cases, these patients 
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were less anaemic than those with kwashiorkor, despite 
the fact that they were suffering from greater protein 
depletion. There was no evidence that protein deficiency 
or lack of vitamin B;2 was primarily responsible for the 
anaemia. The marrow was erythronormoblastic in both 
groups, and both responded well to treatment, which 
was by diet alone. The author suggests that the possible 
role of infection as a causative factor of the anaemia 
merits further study. Clement C. Chesterman 


363. Backgrounds and Follow-up of Children with 
Kwashiorkor_ 

H. F. Wesourn. Journal of Tropical Pediatrics [J. 
trop. Pediat.| 5, 84-95, Dec., 1959. 1 fig., 11 refs. 


All but one of the 65 cases of kwashiorkor here re- 
ported from the Child Welfare Department, Uganda, 
occurred in children under 3 years of age. There was the 
usual slight predominance of boys, and it was more fre- 
quent in children of poor town dwellers than of country 
folk. Too early weaning predisposes to protein mal- 
nutrition, after which frank kwashiorkor appears to be a 
crisis in unsatisfactory development. Separation from 
the mother from any cause increases the risk to the child, 
but is less operative in polygamous families. Malaria, 
respiratory infections with a chronic spasmodic cough, 
and gastro-intestinal infections are aggravating causes. 
It has been noted that after appropriate treatment patients 
do not seem to relapse, even when they are returned to 
the identical home conditions in which the disorder 
developed. Clement C. Chesterman 


364. Total Exchangeable Potassium in Infantile Mal- 
nutrition 


R. SmitH and J. C. Watertow. Lancet [Lancet] 1, 
147-149, Jan. 16, 1960. 2 figs., 19 refs. 


Protein malnutrition in infancy is characterized by 
marked electrolyte disturbances, including potassium 
depletion and sodium retention which, as shown by 
muscle biopsy analyses, are primarily intracellular. Fur- 
ther evidence of this disturbance has been obtained by 
the authors at the University College of the West Indies, 
Jamaica, in studies of exchangeable potassium (Ke) in 
malnourished children. Radioactive potassium (42K) 
was administered as potassium chloride by intramuscular 
injection in doses of 1 jac. per kg. body weight. Ke was 
estimated as equal to the radioactivity actually injected 
in counts per minute multiplied by the ratio of 39K to 
42K in urine collected 22 to 31 hours after the injection. 
Urinary potassium was estimated (in mEq.) by means of 
flame photometry, and radioactivity with a well-type 
scintillation counter. It was found that by the end of 
22 hours equilibration of the injected 42K had been 
reached, as judged from the constant specific activity in 
the urine. No allowance was made for faecal loss, 
although in children with diarrhoea this may exceed the 
urinary loss and the apparent value for Ke will therefore 
be increased. 

In 8 infants with the clinical characteristics of severe 
malnutrition as seen in Jamaica the mean Ke on ad- 
mission was 27:9+3-0 mEq. per kg., while in 4 others 
after recovery the mean Ke was 38-9+-2:8 mEq. per kg. 


In 6 babies who had been in hospital less than 1 week the 
mean Ke was 31-6 mEq. per kg. and in 16 who had been 
in hospital more than a week it was 41-4 mEq. per kg. 
Despite the absence of evidence on the basis of serum 
or erythrocyte potassium changes these values show that 
the babies studied had lost about 25% of their Ke at the 
time of admission. Muscle biopsy and measurement of 
the potassium content of the muscle was carried out in 
13 cases and corroborated this finding. In 21 cases in 
which renal function was examined it was noted that 
there was a parallel loss of ability to acidify urine. 
Allowance must be made in the interpretation of these 
results for the concomitant loss of tissue mass which 
might influence the Ke values, but from the practical 
standpoint it is suggested that replacement therapy must 
be directed so as to correct a deficit of 10 mEq. of potas- 
sium per kg. in a malnourished infant in addition to 
supplying the 15 mEq. a day required for maintenance. 
Supplementary potassium therapy in a dosage of about 
20 mEq. a day as the acetate should be continued for 
at least 10 days, since even in the presence of depletion 
retention of ingested potassium is by no means completely 
efficient. Allene Scott 


365. Ferrokinetics and Iron Utilization in Malnutrition. 
A Study Using Radioactive Tracer Methods 

P. W. G. Tasker. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. roy. Soc. trop. 
Med. Hyg.) 53, 467-474, Nov., 1959. 4 figs., 20 refs. 


In this study carried out at the Institute for Medical 
Research, Kuala Lumpur, Malaya, the author, using 
radioactive iron (59Fe), has investigated the effect of severe 
malnutrition on erythropoeisis and on iron metabolism 
in two groups of patients, 36 with a normal blood picture 
or with uncomplicated iron-deficiency anaemia and 11 
suffering from iron deficiency and severe malnutrition. 
The 59Fe was given intravenously as ferric citrate in 5 
ml. of saline in a dose of either 2 to 5 yc. or 30 to 40 pc., 
this amount being insufficient to interfere with the dyna- 
mics of the plasma iron pool. Blood samples were 
taken at intervals between 10 and 120 minutes later 
and then on alternate days until the maximum utilization 
had been reached, as indicated by the peak in corrected 
counts, the samples being scanned with a scintillation 
counter for sufficient time to reduce the counting error to 
about +2%. [For the calculations used to determine 
the turnover rate of iron between the bone marrow and 
plasma, indicating rate of erythropoeisis, and the per- 
centage utilization of iron, indicating rate of haemoglobin 
synthesis, the original paper should be consulted.] 

The results of these tests, which were all started at about 
9 a.m. to minimize any diurnal variations, showed that 
the iron turnover rate was depressed in the patients with 
severe malnutrition, especially when compared with the 
value expected in cases of uncomplicated iron-deficiency 
anaemia of comparable severity. The subsequent utiliza- 
tion of iron tended to be slow, but the final uptake was 
normal. Hence, it is concluded, it would appear that 
severe malnutrition results in an interference with erythro- 
poeisis, but less interference with the utilization of iron 
for the synthesis of haemoglobin. I. M. Rollo 
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366. The Results of Provocative Tests with Inhalant 
Allergens in Asthmatic Children. [In English] 

E. RyssinGc. Acta allergologica [Acta allerg. (Kbh.)| 14, 
433-444, 1959. 1 fig., 12 refs. 


At the Municipal Out-patient Clinic for Allergic 
Diseases in Children, Copenhagen, every patient showing 
a positive reaction to a skin test was subjected to provo- 
cation tests with the particular allergen producing the 
skin reaction. In all, 1,450 such tests were carried out, 
with 5common allergens. The solutions for the provoca- 
tion tests were atomized in a Barach spray using oxygen 
at a tension of 0-5 atmosphere and the mask held over the 
face for 15 minutes, each test being preceded by a control 
test with physiological saline. The dilutions employed 
depended on the size of the reaction in the skin-scratch 
test and varied from 1:1,000 to 1:100 and finally 1:20. 
The test result was recorded as positive if a clinical 
reaction was observed. A sniff nasal test, using a dried 
allergen extract and, as a control, pine pollen, was also 
employed; this test occasionally produced severe 
constitutional symptoms. 

Of 460 asthmatic children tested, positive reactions 
were obtained in only 33 to 57%. It was observed that 
the more marked the skin reaction and the higher the 
concentration of allergen used, the higher was the per- 
centage of positive reactors. Surprisingly, however, 
there was no correlation between the age of the patients 
and the percentage of reactors. A. W. Frankland 


367. Prolonged Treatment with Steroids in Severe 
Chronic Asthma 

D. Puear, K. BALL, and F. Pace. Lancet [Lancet] 1, 
139-141, Jan. 16, 1960. 8 refs. 


The authors describe their experience with steroids in 
the prolonged treatment of severe chronic asthma in 50 
patients aged 23 to 66 years. The duration of treatment 
ranged from 3 months to 54 years (mean 2-7 years). 
Cortisone (50 to 75 mg. daily) was given to 30 patients, 
corticotrophin to 4, and prednisolone to 16, the effects 
of treatment being assessed on a functional basis. Good 
results were obtained in 39 cases and there was moder- 
ate improvement in 5. The results were poor in 3 
patients with infective asthma associated with purulent 
sputum. There were 3 deaths during treatment—one 
from cerebral haemorrhage was probably unrelated to 
treatment and 2 in status asthmaticus occurred during 
bronchitic episodes; in one of these last 2 cases steroid 
therapy was stopped when the infection developed. 
Altogether 21 patients who were previously unable to 
work resumed their occupations. Side-effects included 
rapid gain in weight which made it necessary to restrict 
some patients to a low-salt reducing diet. Cortisone 
had to be withdrawn in 2 cases because of severe depres- 
sion. Hirsuties and moon-face developed in 3. In 14 


cases which were satisfactorily controlled by cortisone 
inert tablets were substituted without the patient’s 
knowledge. In 8 of these patients there was a relapse 
within 2 months, 2 being admitted to hospital in status 
asthmaticus; the condition in 5 others deteriorated more 
gradually and in one it remained unchanged. 

A double-blind trial was carried out in a group of 12 
patients; they were seen at intervals of 2 to 4 weeks when 
respiratory function was assessed clinically and by deter- 
mination of forced expiratory volume. After an initial 
period of cortisone therapy lasting 3 to 5 months half 
the patients continued with cortisone for 3 months while 
the other half took identical inert tablets, the change 
from cortisone to control tablets being gradual. At the 
end of the 3 months cortisone was substituted for inert 
tablets and vice versa for a further 3-month period. 
During the period of treatment with inert tablets 9 
patients experienced a moderate or severe recurrence of 
asthma, several of these being of alarming severity. 
Usually there was rapid improvement when cortisone 
was resumed. One patient remained well throughout 
both parts of the trial. Spirometric measurements were 
not helpful because readings were not taken during 
periods of relapse. 

[This report confirms the impression of many workers 
that long-term steroid treatment in suitable cases is 
capable of modifying the symptoms of chronic asthma 
and often reduces disability.] R. S. Bruce Pearson 


368. Results Obtained in the Examination of Patients 
with Iridocyclitis and Uveitis for Allergy: Preliminary 
Report. [In English] 

P. G. BinkHorst and W. J. QUARLES VAN UFFORD. Acta 
allergologica {Acta allerg. (Kbh.)| 14, 470-485, 1959. 
23 refs. 


The authors present (from the Hospital for Chronic 
Eye Diseases, Beerschoten, Netherlands), a first report 
of a study undertaken to determine whether iridocyclitis 
might be of allergic origin. It was found that allergic 
stigmata were present in a large number of the 67 cases 
examined. Thus there was a family history of allergy 
in 47 cases (70°) and a personal history of an allergic 
disease in 57 (85°), while blood eosinophilia was 
present and skin reactions to a variety of inhalants and 
foods were positive in a much higher proportion of these 
patients than is usually observed. Also skin tests to 
bacterial allergens were shown to be strongly positive in 
many cases and foci of infection were frequently observed. 

A. W. Frankland 


369. Studies on the Allergens of Ragweed Pollen: a 
Review 

M. RicuTter and A. H. SeHon. Journal of Allergy {J. 
Allergy] 31, 111-133, March-April, 1960. Bibliography. 
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370. Effect of Corticosteroids and Gluten-free Diet on 
Absorption of Iron in Idiopathic Steatorrhoea and Coeliac 
Disease 

J. BADENOCH and S. T. CALLENDER. Lancet [Lancet] 1, 
192-194, Jan. 23, 1960. 3 figs., 4 refs. 


It has been demonstrated in patients with idiopathic 
steatorrhoea and coeliac disease that treatment with corti- 
costeroids and a gluten-free diet increases the absorption 
of fat and possibly also that of iron. In this study, 
carried out at the Radcliffe Infirmary, Oxford, the absorp- 
tion of iron was investigated, using the radioactive isotope 
59Fe, in 10 patients who had been receiving a high- 
protein, low-fat diet with vitamin and mineral supple- 
ments and who showed evidence of iron deficiency; 12 
patients without anaemia or gastro-intestinal disease 
served as controls. Following an oral dose of 5 mg. of 
ferrous sulphate labelled with 4 to 5 uc. of 59Fe, together 
with 25 mg. of ascorbic acid, the maximum radioactivity 
appearing in the blood (usually 10 to 15 days later) was 
determined as a measure of iron absorption. Steroids 
were given either as prednisone in a daily dose of 40 mg. 
for 5 to 6 days before and one or 2 days after the dose 
of iron, or as corticotrophin in a dosage of 40 units intra- 
muscularly daily for 3 or 4 days before the test. 

The patients with steatorrhoea had shown a greatly 
diminished iron absorption (less than 8°%), but after 
treatment with prednisone this rose to between 17-5 and 
55% (compared with 45 to 83°% in uncomplicated iron 
deficiency). Improvement in the absorption of iron 
also followed the intramuscular injection of corticotro- 
phin, but here it was less than that following the oral 
steroids. In the patients with coeliac disease iron absorp- 
tion was improved by a gluten-free diet. Since predni- 
sone had no effect on the absorption of iron in the con- 
trols it is concluded that in the test patients the treatment 
produced a direct action on the intestinal cells and 
suppressed an abnormal antibody-antigen reaction to 
wheat gluten. Norval Taylor 


371. Effect on Serum-cholesterol Level of Replacement 
of Dietary Milk Fat by Soybean Oil 

O. TURPEINEN, P. Rone, M. PEKKARINEN, M. J. KAR- 
VONEN, Y. RAUTANEN, J. RUNEBERG, and P. ALIVIRTA. 
Lancet {Lancet} 1, 196-198, Jan. 23, 1960. 1 fig., 10 refs. 


In the experiment here reported from the University 
of Helsinki a group of male patients aged 35 to 64 in 
each of two mental hospitals was selected at random 
as subjects. In one hospital (C, 53 patients) the diet 
remained unchanged. In the other (E, 117 patients) 
changes in the composition of the diet were introduced 
designed to decrease the content of saturated fatty acids 
and increase that of unsaturated fatty acids, whole milk 
being replaced by a soy-bean emulsion in skim milk, and 
butter being replaced by a special margarine containing 
28% oleic acid, 15-8°% linoleic acid, and 4-9°% linolenic 
acid. Thus the main effect of the dietary changes was 


to replace the milk fat in the diet (which supplied over 
50°% of the dietary lipids) by vegetable oils, mainly soy- 
bean oil. In all the subjects the blood cholesterol level 
was determined before and 6 months after the experiment. 

In the patients in Hospital E the dietary changes caused 
a statistically significant, though not very large, decrease 
in the mean serum cholesterol level, which fell from 236 
to 215 mg. per 100 ml. It was noted that subjects with . 
a higher initial serum cholesterol level tended to show 
the greater decrease. In the control group the mean 
cholesterol level showed a slight increase. The authors 
suggest that serum cholesterol levels could probably be 
lowered still further by increasing the degree of unsatura- 
tion of the component fats in the margarine. They 
point out that these are preliminary results, assessment 
of the long-term effects requiring several years. 

Norval Taylor 


372. Nontropical Sprue: Functional Efficiency of Small 
Intestine after Prolonged Use of Gluten-free Diet 

P. A. Green, E. E. WoLLAEGER, H. H. ScUDAMORE, and 
M.H. Power. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.| 171, 2157-2162, Dec. 19, 1959. 


A reassessment of intestinal absorption was made at 
the Mayo Clinic in 10 patients (4 male, 6 female, aged 
32 to 61 years) with idiopathic non-tropical sprue who 
had shown marked clinical improvement while taking a 
gluten-free diet supplemented by vitamins and minerals. 
In all cases the diet had been taken for more than 6 
months and in most cases for 2 or more years. Faecal 
fat and nitrogen excretion were measured while the 
patients were receiving a gluten-free diet containing 
113 g. of fat daily. All the patients still had steatorrhoea 
(exceeding 30 g. daily in 3 cases). The faecal nitrogen 
content remained high (more than 3 g. daily) in 2 of the 
4 patients who had previously shown this abnormality. 
Out of 9 patients tested, the glucose tolerance curve was 
flat in 5 and absorption of vitamin A was deficient in 7. 
Absorption of radioactive vitamin B;2 (Schilling test) 
was normal in 7 out of 9 cases. The radiological 
deficiency pattern was no longer seen in 3 cases and was 
less pronounced in 3 others. All patients showed a 
marked improvement in their nutritional state, having 
gained 15 to 60 Ib. (6-8 to 27 kg.) in weight, although 6 
occasionally had loose stools or abdominal bloating. 

M. Lubran 


373. ‘* Metabolic Insufficiency ’’: a Double-blind Study 
Using Triiodothyronine, Thyroxine and a _ Placebo: 
Psychometric Evaluation of the Hypometabolic Patient 
M. E. Levin. Journal of Clinical Endocrinology and 
Metabolism [J. clin. Endocr.| 20, 106-115, Jan., 1960. 
3 figs., 14 refs. 

In the study here reported from Washington University 
School of Medicine, St. Louis, the author had difficulty 
in finding cases of “‘ metabolic insufficiency ” in which 
the diminished metabolic rate was not due to hypo- 
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thyroidism. In a period of 12 months only 22 cases of 
the type required were seen, representing 1°% of all new 
cases seen at a metabolic clinic, of whom 18 patients, 
11 of them women, were available for study in detail: 
all had normal thyroidal uptake of iodine, a normal 
serum protein-bound iodine level, and a basal metabolic 
rate (B.M.R.) of —15 or below. 

The incidence of weakness, fatigue, and constipation 
in this group was similar to that in a group of 77 patients 
with myxoedema, but the incidence of the other .symp- 
toms of myxoedema was half or less than half as com- 
mon. In contrast nervousness was present in 91°% of 
cases, an incidence much greater than that (35°%) seen 
in myxoedema. The 10 patients subjected to personality 
inventory tests scored high marks for questions revealing 
hypochondriacal, depressive, and schizoid traits. No 
evidence of a true decrease in thyroid cellular function 
was found. In a double-blind trial of the effects of 
triiodothyronine, thyroxine, and a lactose placebo no 
difference other than an increase in the pulse rate with 
thyroxine was established. One patient withdrew from 
the trial on account of increased nervousness, but she 
had received the placebo only. Administration of the 
placebo or one of the other drugs was sometimes associ- 
ated with a rise in the B.M.R. and an improvement in 
the subjective state, but changes in the degree of energy, 
fatigue, and nervousness did not always run parallel 
with changes in the B.M.R. 

The author concludes that the low B.M.R. found in 
these patients is probably the effect, not the cause, of the 
abnormal personality pattern and that triiodothyronine 
is of no value in its treatment. He recommends that 
the term “‘ metabolic insufficiency” should be dropped 
since it is not only vague but misleading. 

A. Gordon Beckett 


374. . The Magnesium-deficiency Tetany Syndrome in 
Man 

B. L. VALLEE, W. E. C. Wacker, and D. D. ULMer. 
New England Journal of Medicine [New Engl. J. Med. 
262, 155-161, Jan. 28, 1960. 4 figs., bibliography. 


Magnesium is an essential element for animals and 
plants. Experimental deficiency has been known since 
1932 to produce convulsions and tetany in rats, but no 
corresponding clinical syndrome could be produced in 
human volunteers. The development of new reliable 
and rapid methods of measurement has enabled a more 
accurate study of serum magnesium values to be made, 
and this paper from Harvard Medical School and the 
Peter Bent Brigham Hospital, Boston, records 5 cases of 
magnesium-deficiency tetany occurring in man. 

In all 5 cases the serum calcium values were normal 
(4-40 to 4:75 mEq. per litre), whereas the serum mag- 
nesium values, measured by flame spectrophotometry, 
ranged from 0-60 to 1-33 mEq. per litre compared with a 
normal value of 2-°0+0-16 mEq. per litre (established by 
98 determinations on 30 normal subjects). The adminis- 
tration of 2 to 4 ml. of a 50% solution of magnesium sul- 
phate (MgSO,4.7H2O) every 4 hours intramuscularly led 
to a rapid improvement in the symptoms, convulsions 
and tetany disappearing in a matter of hours, though it 
was several days before the serum magnesium values 


were fully restored to normal. The clinical findings 
were those of so-called classic tetany and indistinguish- 
able from those usually associated with tetany due to 
hypocalcaemia. In all the 5 cases reported malnutrition 
was a contributing factor and in 4 the intake of mag- 
nesium was markedly restricted, but in all there was 
either decreased intestinal absorption (due to intractable 
diarrhoea or vomiting) or increased excretion of mag- 
nesium (due to parenteral administration of large quan- 
tities of fluids, resulting in diuresis). R. E. Tunbridge 


375. Resistance to Ketosis in Obese Subjects 
A. Kexwick, G. L. S. PAWAN, and T. M. CHALMERS. 
Lancet [Lancet] 2, 1157-1159, Dec. 26, 1959. 10 refs. 


At the Middlesex Hospital, London, the authors have 
studied the resistance to the development of ketosis 
which has long been recognized in obese subjects. To 
test the hypothesis that the obese utilize or excrete ketone 
bodies more rapidly they administered intravenously 
sodium f-hydroxybutyrate in a dose equivalent to 30 
mg. per kg. body weight to 6 obese and 6 non-obese 
subjects. The blood ketone content was estimated (in 
mg. of acetone per 100 ml. of blood) before the injection 
and at intervals during the next 5 hours thereafter. 
There was a rapid rise in the blood ketone level after 
the injection, followed by a gradual fall, and this was 
comparable in the 2 groups of subjects; further, when 
twice the original dose was given to 2 obese and 2 non- 
obese subjects again no difference was observed between 
the pairs. Recovery of ketones from the urine secreted 
during the 5 hours after the injections amounted to less 
than 1-0°% of the administered dose and showed no signifi- 
cant difference between the 2 groups. The above hypo- 


’ thesis was therefore not confirmed. 


An attempt was then made to induce ketosis in 14 
obese and 8 non-obese patients by giving them a diet of 
1,000 Calories per day composed of 90°%% fat and con- 
taining only 12 g. of carbohydrate. It was observed 
that all the obese patients could take the diet as long as 
required, whereas 7 of the 8 non-obese had to abandon 
it by the Sth day and the remaining one by the 8th day 
because of symptoms of ketosis. The urinary excretion 
of ketones was now much higher in the non-obese than 
in the obese and the rise in the blood ketone level was 
more rapid in the non-obese. Also in 6 of the non-obese 
patients there was a significant fall in the fasting blood 
sugar level on the first and second days of the ketogenic 
diet, this change being less evident in the obese subjects. 
The rise in blood ketone levels followed the fall in blood 
sugar levels, starting about the second day on the diet. 

Nitrogen balance studies during the period of the keto- 
genic diet showed that the non-obese subjects had a 
negative nitrogen balance with an average daily deficit 
of 8-6 g., while the average daily deficit in the obese 
subjects was only 1-5 g. These figures represent a daily 
protein breakdown of about 54 g. and 10 g. respectively. 
From these results the authors conclude that obese sub- 
jects have a lower rate of ketone production than those 
who are not obese, and suggest that obese individuals 
may be able to convert fat into carbohydrate more 
readily than the non-obese. Charles Rolland 
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376. The Role of an Intrinsic Sphincter Mechanism in 
the Prevention of Reflux Esophagitis 

P. R. INGRAM, J. C. Respess, and W. H. MULLER Jr. 
Surgery, Gynecology and Obstetrics [Surg. Gynec. 
Obstet.] 109, 659-667, Dec., 1959. . 8 figs., 10 refs. 


There is good experimental evidence for the existence 
of an intrinsic sphincter mechanism at the lower end of 
the oesophagus, but its functional importance has been 
questioned. According to some authorities the main 
barriers preventing reflux from the stomach are the 
extrinsic mechanical factors provided by (1) the acute 
angle of the oesophageal entry into the stomach, creating 
a flap-valve effect as the intragastric pressure rises, (2) the 
pinchcock action of the crural sling of the diaphragm, 
(3) the contraction of the oblique fibres of the gastric 
muscularis propria, and (4) the contraction of the muscu- 
laris mucosae. From experiments carried out at the 
University of Virginia School of Medicine, Charlottes- 
ville, the present authors conclude that these extrinsic 
barriers are unimportant in the dog and that the only 
important factor is the intrinsic sphincter. 

In 14 dogs a sleeve resection of the lower 3 to 4 cm. of 
oesophagus was converted into a small pouch which was 
anastomosed to the dome of the stomach through a hole 
made in the tendinous portion of the diaphragm. In 
suturing the cut ends of the oesophagus to restore con- 
tinuity care was taken not to interfere with the extrinsic 
barriers; despite this, more or less severe oesophagitis 
developed in every case. On the other hand there was 
no oesophagitis in the oesophageal pouch, suggesting 
that the intrinsic sphincter prevented the entrance of 
acid. 

Three control experiments were performed. In the 
first, on 3 dogs, the oesophageal pouch was inverted 
into the lumen so that the lining was exposed to acid; 
in every case severe oesophagitis resulted. In the second, 
on 4 dogs, a sleeve resection was made in the mid- 
oesophagus, not at the lower end. Otherwise the pouch 
was made in the same way as in the first series of experi- 
ments, except that as the pouch came from the mid- 
oesophagus there was no intrinsic sphincter to prevent 
the entrance of acid. In all these 4 dogs there was 
marked oesophagitis in the pouch but none in the junc- 
tion zone where the continuity of the original oesophagus 
was restored. Finally in 4 dogs the lower 3 to 4 cm. of 
oesophagus was excluded by a sleeve resection and after 
several weeks, when oesophagitis had developed in the 
junction zone, the sleeve of lower oesophagus containing 
the sphincter was replaced. In every case, the oeso- 
phagitis resolved completely. 

[Clinical experience suggests that the development of 
severe oesophagitis in man is related more to general 
health than to the amount of acid reflux. These interest- 
ing experiments conflict with other evidence and need to 
be confirmed. ] Denys Jennings 


STOMACH AND DUODENUM 


377. The Dumping Syndrome. I. Factors Responsible 
for the Symptoms. 

L. P. Le Quesne, M. Hoss.ey, and B. H. HAND. British 
Medical Journal (Brit. med. J.| 1, 141-147, Jan. 16, 1960. 
6 figs., 12 refs. 


The effects of oral hypertonic glucose in producing 
dumping symptoms and changes in plasma volume were 
observed in two groups of patients: (a) 16 patients under- 
going partial gastrectomy, in whom the test was per- 
formed before and at intervals after operation; and (5) 
11 patients with the dumping syndrome. In all but one 
patient the effect of a sudden reduction in circulatory 
volume by the application of thigh cuffs was also . 
observed. 

In all but one of the patients who at the time of testing 
were experiencing post-cibal dumping symptoms the 
hypertonic glucose reproduced these symptoms; the 
glucose never produced symptoms in those who were 
symptom-free after meals. The hypertonic glucose pro- 
duced a fall in plasma volume which was significantly 
greater in those with than those without symptoms, but 
there was a definite overlap between the two groups. 
The results of the thigh-cuffing observations showed that 
this overlap was due to the differences in the individual 
response to a sudden fall in circulatory volume. Addi- 
tional evidence linking the systemic symptoms of the 
dumping syndrome with the fall in plasma volume was 
provided by replacement infusion experiments, by obser- 
vations on 2 patients who spontaneously recovered from 
the syndrome, and by observations on a patient before 
and after closure of a gastroenterostomy. 

It is concluded that the dumping syndrome is due to 
the passage of hyperosmotic solutions into the upper 
intestine, causing in some patients a rapid transfer of 
fluid from the vascular compartment into the intestine. 
This results in intestinal distension and an abrupt fall in 
circulating volume, which, in subjects intolerant of such 
a fall, gives rise to the systemic symptoms.—[Authors’ 
summary.] 


378. The Dumping Syndrome. II. Cause of the Syn- 
drome and the Rationale of Its Treatment 

M. Hopsstey and L. P. Le Quesne. British Medical 
Journal (Brit. med. J.| 1, 147-151, Jan. 16, 1960. 13 refs. 


Observations were made of (a) the changes in blood- 
sugar concentration, and (6) alterations in plasma volume 
following the oral administration of 175 ml. of 50% 
glucose to 26 patients who had undergone gastrectomy, 
and to one patient who had had a gastroenterostomy. 
In these 27 patients the test was performed 34 times. 

In patients with a large fall in plasma volume following 
the ingestion of hypertonic glucose, the rise in blood 
sugar was more pronounced and prolonged than in those 
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with a small fall. A direct linear correlation was found 
between the maximum fall in plasma volume caused by 
the hypertonic glucose and the rate at which the blood- 
sugar concentration rose in the first 10 minutes after the 
ingestion of the glucose. In patients in whom the hyper- 
tonic glucose caused a large fall (>8°%) in plasma volume, 
the administration of insulin so as to lower the blood- 
sugar concentration at the time of the ingestion of the 
glucose diminished this fall and also lessened or abol- 
ished the associated dumping symptoms. Insulin was 
also shown to have a similar effect in diminishing the fall 
in plasma volume and abolishing dumping symptoms 
following a meal rich in carbohydrate. 

The hypothesis is put forward that the essential factor 
in the production of the dumping syndrome is a defect 
of carbohydrate metabolism, as a result of which the 
glucose-tolerance curve is of the lag type and glucose 
absorption is relatively slow. This results in an increased 
osmotic transfer of fluid into the intestine, causing a large 
fall in plasma volume which, in those patients sensitive 
to such a fall, gives rise to the dumping syndrome.— 
[Authors’ summary.] 


379. Haematemesis and/or Melaena from Peptic Ulcer: 
Shorter Conservative Management 

A. PotLtarp and W. H. J. SuMMERSKILL. British 
Medical Journal (Brit. med. J.| 1, 171-173, Jan. 16, 1960. 
1 fig., 7 refs. 


The results of early mobilization of patients once 
massive haemorrhage from peptic ulcer has ceased are 
described in this paper from the Central Middlesex 
Hospital, London. 


A total of 66 male patients for whom conservative 
treatment had been instituted were allocated to one of 
two groups, “ up” group or “ bed” group, by drawing 
lots.as soon as haemorrhage had ceased (“‘D day’), 
which was judged by the cessation of haematemesis or of 
loose melaenic stools, and by a stable pulse and blood 


pressure. The haemoglobin level was above 7:4 g. 
per 100 ml. at this time, and blood transfusions were 
given where necessary to ensure this. The up group was 
then mobilized as follows: D day+1, sitting out for 3 
hours and one visit to toilet; D day+2, walking for 2 
hours and visiting toilet at will: D day+3 and thereafter, 
ambulant all day. The bed group was kept at rest for a 
further week and then mobilized in the same way. The 
two groups, each of 33 patients, were comparable as 
regards age distribution, diagnosis, and the severity of 
the bleeding, this last being judged by the degree of 
anaemia, the volume of blood transfused, and the 
interval between admission and D day. The diagnoses 
in the up group were: duodenal ulcer 16, chronic gastric 
ulcer 6, acute gastric ulcer and stomal ulcer 1, stomal 
ulcer 1, no lesion 9; in the bed group they were: duo- 
denal ulcer 18, chronic gastric ulcer 3, acute gastric 
ulcer 1, no lesion 11. Barium-meal examination was 
carried out in all except 2 cases as soon as practicable 
after mobilization, and gastroscopy was performed 
in 38. 

The progress of the two groups was compared at the 
end of 6 weeks from D day. On average the up patients 
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stayed in hospital for 11 days and were off work for 27 
days, while the bed patients were in hospital for 18 days 
and were off work for 38 days. The rise in the haemo- 
globin level was satisfactory and comparable in the two 
groups. Complications were fewer in the up patients 
than in the bed patients; there were 4 cases of recurrent 
haemorrhage and one of severe dyspepsia after D day 
in the up group, compared with 8 cases of recurrent 
bleeding and 4 cases of severe dyspepsia in the bed 
group. 

It is concluded that the patients who were mobilized 
immediately after the cessation of haemorrhage did as 
well as those who were kept in bed for a further week. 

Joseph Parness 


380. Studies on Robuden, Extract from Stomach and 
Duodenum: Its Effects upon Gastric Secretion and Clinical 
Course of Peptic Ulcer 

G. B. J. Giass and S. A. SCHWARTZ. American Journal 
of Digestive Diseases [Amer. J. dig. Dis.| 4, 988-1013, 
Dec., 1959. 3 figs., bibliography. 


The authors, working at the New York Medical Col- 
lege, Flower and Fifth Avenue Hospitals, New York, 
have investigated the physical, chemical, and therapeutic 
properties of ** robuden ”’, a protein-free extract of animal 
stomach and duodenum intended for the treatment of 
peptic ulcer. Paper electrophoresis showed the prepara- 
tion to contain a heterogeneous collection of substances, 
including several mucous substances, pepsin, and some 
alkaline materials of unknown nature. In general the 
pattern was similar to other extracts of hog pyloric 
mucosa. Quantitatively, the preparation was shown to 
contain minimal amounts of intrinsic factor and pepsin. 
It had no modifying effect on the peptic activity of 
crystalline pepsin. 

The effect of robuden on gastric secretion was studied in 
24 patients with peptic ulcer, both the effect of prolonged 
treatment and also the result of a single injection being 
examined. After 2 to 3 weeks’ treatment there was a 
slight reduction of basal secretion in some cases, but the 
response to humoral or vagal stimulation was unchanged 
or increased. The output of mucoproteose was greater 
after treatment. A single injection did not modify 
the response to “ histalog”’. Jn vitro it was found that 
robuden powder had some slight ability to bind or absorb 
pepsin, probably of a non-specific nature. 

Clinical assessment was carried out on 68 patients with 
chronic peptic ulcer, who were given both injections and 
tablets of robuden. In 20 (74°) of 27 cases in which the 
effect of the treatment on an acute relapse was observed 
the pain subsided within 5 to 7 days. In 33 (80%) of 
41 cases in which robuden was administered during the 
interval between relapses the treatment was considered 
to have extended the period between relapses or to have 
rendered the relapses less severe. In the remaining 20% 
of cases it was considered that no relief at all had been 
obtained by this treatment. “Details are given of these 
41 cases, showing the time intervals between relapses 
before and after treatment. 

[It is doubtful whether this paper will convince many 
of the value of this treatment.] T. D. Kellock 
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Further Observations on the Mechanism of Ulcer 


E. C. TexTER Jr., G. R. VANTRAPPEN, H. P. LAZAR, 
E. J. Putetti, and C. J. BARBORKA. Annals of Internal 
Medicine [Ann. intern. Med.| 51, 1275-1294, Dec., 1959. 
7 figs., bibliography. 


The authors, from Northwestern University Medical 
Center, Chicago, present evidence which implicates 
abnormal gastro-intestinal motility as the causal mechan- 
ism of ulcer pain, this finding being based on observa- 
tions on a total of 131 patients with peptic ulcer. 

The intragastric administration of 200 ml. of 0-1 N 
hydrochloric acid was followed by persistence or accen- 
tuation of spontaneous pain already present or by the 
development of typical ulcer pain in only 54 of 155 
studies (on 131 patients), but in every instance the pain 
was associated with delayed antral evacuation and hyper- 
motility. The pain usually subsided spontaneously when 
evacuation of the antrum was resumed, and was shown to 
be promptly relieved by the parenteral administration 
of a cholinergic-blocking agent such as “ banthine”’ 
(methantheline), which produced a cessation of gastro- 
intestinal motor activity. Changes in intraluminal gas- 
tric pressure, detected by means of a Statham strain 
gauge and a Sanborn “ polyviso ” recorder, as a measure 
of gastric motility, showed statistically significant in- 
creases in pressure following the instillation of 0-1 N 
HCl into the stomach of 62 patients with ulcer pain com- 
pared with the findings in 10 normal control subjects. 
The increase in pressure was correlated with fluoroscopic 
or fluorocinematographic evidence of abnormal motor 
activity. Chemical analysis of the gastric juice also 
provided no evidence that ulcer pain is produced by 
direct irritation by hydrochloric acid. The authors con- 
clude as follows: ‘* The mucosal engorgement accom- 
panying the ulcer may lower the threshold to hydro- 
chloric acid, permitting the acid and perhaps other 
stimuli to initiate the reflex disturbance in the motor 
activity of the stomach and duodenum which appears to 
be the direct cause of ulcer pain.” 

A. Wynn Williams 


382. Hyperchlorhydria, Duodenitis and Duodenal Ulcer: 
a Clinical Study of Their Interrelationships 

J. D. Ostrow and R. H. Resnick. Annals of Internal 
Medicine [Ann. intern. Med.] 51, 1303-1328, Dec., 1959. 
2 figs., bibliography. 


After a lengthy review of the interrelationships between 
hyperchlorhydria, duodenitis, and duodenal ulcer the 
authors report the results of an extensive study carried 
out on 155 young males aged from under 21 to over 30 
with signs or symptoms suggestive of peptic ulcer who 
were admitted to the U.S. Naval Hospital, Newport, 
Rhode Island, between September, 1955, and April, 
1959. The investigations included inquiries regarding 
the nature, duration, and relief of the main discomfort, 
the associated symptoms and signs (including gross 
gastro-intestinal bleeding), the performance of gastric 
juice analyses, and a note of the radiological features. 
Of the 155 patients, 111 had had a radiologically demon- 
strable duodenal ulcer at some time during their illness, 
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18 had hyperchlorhydria alone and 26 exhibited radio- 
logical ‘** duodenitis ”’. 

Apart from the finding that melaena, diarrhoea, nausea, 
and vomiting were more prevalent in the group with 
present or past ulcer there was otherwise a striking 
similarity or identity of symptoms and signs among 
the three groups and it is therefore postulated that these 
groups represent three stages in the ‘“* duodenal dia- 
thesis’. This impression is strengthened by the observa- 
tion that patients passed on from one stage to the next 
during symptomatic exacerbations, the usual course 
being hyperchlorhydria progressing to duodenitis and 
thence to ulceration. A. Wynn Williams 


INTESTINES 


383. Continuous Use of Prednisolone in the Treatment 
of Ulcerative Colitis 

A. M. Gitt and W. I. Kenyon. American Journal of 
Gastroenterology [Amer. J. Gastroent.] 32, 701-707, Dec., 
1959. 13 refs. 


At the West London Hospital 19 patients (15 women 
aged 19 to 77 and 4 men aged 43 to 49) with ulcerative 
colitis were treated satisfactorily with prednisolone for 
long periods varying from 18 months to 24 years. In 
12 cases the disease was severe, in 2 moderately severe, 
and in 5 mild. Of the 19 patients, 17 are still taking the 
steroid and the colitis is in remission; one patient dis- 
continued the drug at his own request after 18 months’ 
treatment and then relapsed, while a female patient 
relapsed when the drug was stopped on account of 
pregnancy after 14 months’ therapy. No dietary or 
additional treatment was given throughout, apart from 
intramuscular injections of iron in 3 cases. 

The authors found that the best results were obtained 
by giving the drug initially in high dosage (10 mg. four 
times daily or occasionally even higher) and then when 
clinical improvement set in, usually after one to 3 weeks’ 
treatment, the lowest possible dose to prevent relapse, in 
most cases this being 5 mg. daily. This maintenance 
dose was increased temporarily during infections, in 
preparation for operation, or if signs of threatened 
relapse appeared. No serious side-effects of the steroid 
occurred; 3 patients developed moon-face and 2 of these, 
with one other, gained excessive weight during the initial 
phases of therapy. One patient successfully experienced 
a normal pregnancy while taking the steroid. None of 
the patients suffered from dyspepsia during treatment. 

[Further observations on this form of steroid therapy 
for ulcerative colitis will be awaited with interest.] 

A. Gordon Beckett 


384. Right-sided or Segmental Ulcerative Colitis 

G. WATKINSON, H. THOompPsoNn, and J. C. GOLIGHER. 
British Journal of Surgery (Brit. J. Surg.) 47, 337-351, 
Jan., 1960. 9 figs., 34 refs. 


The authors describe 15 cases of colitis involving the 
proximal parts of the colon and initially sparing the 
rectum and distal colon which were seen at the General 
Infirmary and St. James’s Hospital, Leeds, over a 3-year 
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period in which 114 cases of all forms of colitis were 
observed. The appearances in 9 cases were those of 
ulcerative colitis, in 3 of Crohn’s disease, and in 3 of 
non-specific colitis. The authors emphasize that it is 
almost impossible to separate these three groups clinically 
and that sometimes it may be difficult to do so patho- 
logically. Nevertheless, the results of treatment are so 
different that such differentiation should be attempted. 

Usually the clinical picture was diarrhoea, anaemia, and 
considerable weight loss, but 3 patients were admitted 
with acute abdominal symptoms and 3 with symptoms 
simulating the form of enterocolitis described by Cooke 
and Brooke (Quart. J. Med., 1955, 24, 1; Abstr. Wld 
Med., 1955, 18, 208) with steatorrhoea and liver disease. 
Females prédominated in the ratio of 4:1 and were, on 
average, younger than those with the more typical forms 
of ulcerative colitis. Blood was present in the stools of 
less than half the patients. The majority had colicky 
abdominal pain, four-fifths had pyrexia of varying 
severity, and one-third had a mass in the right iliac 
fossa. Minor degrees of steatorrhoea were present in 2 
only. Complications, which were similar to those seen 
in typical ulcerative colitis, included anal disease and 
fistulae (6), pseudopolyposis (5), perforation of the 
colon (1), arthritis (3), liver disease (3), and skin lesions 
(2). Carcinoma of the colon was not observed. 

The response to steroid therapy was similar to that in 
typical colitis, about half the patients going into remission. 
The results of surgery were good, and in 8 cases it was 
possible to perform an ileorectal anastomosis. 

A. Gordon Beckett 


LIVER 


385 (a). Chronic Idiopathic Jaundice. A Study of Two 
R. L. Woxr, M. Pizette, A. RICHMAN, D. A. DREILING, 
W. Jacoss, O. FERNANDEZ, and H. Popper. American 
Journal of Medicine [Amer. J. Med.] 28, 32-41, Jan., 
1960. 5 figs., 26 refs. 


385 (b). Familial Chronic Idiopathic Jaundice (Dubin-— 
Sprinz Disease), with a Note on Bromsulphalein Metabol- 
ism in this Disease 

E. MANDEMA, W. H. pe FrRatrure, H. O. Niewsa, and 
A. ARENDS. American Journal of Medicine [Amer. J. 
Med.) 28, 42-50, Jan., 1960. 9 figs., 20 refs. 


[These two papers, dealing with the same subject, may 
be conveniently considered together.] 

Chronic idiopathic jaundice is a condition first defined 
as a Clinical entity in 1954 by Dubin and Johnson 
(Medicine (Baltimore), 33, 155; Abstr. Wld Med., 1955, 
17, 201) and Sprinz and Nelson (Ann. intern. Med., 41, 
952; Abstr. Wld Med., 1955, 17, 458)—hence the more 
frequent reference to the Dubin-Sprinz syndrome or 
disease. The condition is notoriously familial, and both 
these communications deal largely with this aspect. 
The first paper, from the Mount Sinai Hospital, New 
York, describes the clinical history of 2 families of Puerto 
Rican origin. The second, from the University of 
Groningen, Netherlands, gives an account of 5 cases, 
4 of them occurring in close relatives. 
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The essential clinical feature of the syndrome appears 
to be long-continued jaundice, generally starting in early 
life, and the only characteristic pathological finding is 
the presence within the liver cells, often in abundance, of 
a brownish pigment not yet identified, but certainly not 
bilirubin. The condition bears comparison with Gil- 
bert’s description (1901) of simple familial jaundice, 
but there are distinct differences. In Gilbert’s disease 
there is hyperbilirubinaemia, giving only the indirect 
van den Bergh reaction, and bile is absent from the urine. 
In the Dubin-Sprinz syndrome there is also hyperbili- 
rubinaemia, but this gives a direct van den Bergh reaction, 
and bile is commonly present in the urine. The un- 
identified pigment in the liver cells in the Dubin—Sprinz 
syndrome is, however, the most important difference. 
Apart from this, the histology of the liver is normal in 
both conditions. 

The authors of the second paper lay stress on ab- 
normality of the “ bromsulphalein” (sulphobromo- 
phthalein) excretion test of liver function as a diagnostic 
feature. On the other hand the authors of the first 
paper record perfectly normal results in all tests of liver 
function, including the dye excretion test, in some of their 
patients. In chronic idiopathic jaundice the icterus is 
clearly neither haemolytic nor obstructive, but appears 
to be due to some curious abnormality of bile-pigment 
metabolism. Although the disease is obviously uncom- 
mon, Dubin was able to review a series of 50 cases in 1958. 

[British references to the condition are meagre; but 
it should be noted that as long ago as 1935 a paper by 
Klagman and Efrati appeared in the Lancet describing 
“* Prolonged Jaundice with Unidentified Pigment in Liver 
Cells ”’.] J. W. McNee 


386. Cirrhosis of the Liver: a Study of Alcoholic and 
Nonalcoholic Patients in Boston and London 

W. H. J. SumMMeRSKILL, C. S. Davipson, J. H. DIBxe, 
G. K. MALLory, S. SHERLOCK, M. D. Turner, and S. J. 
Wo tre. New England Journal of Medicine [New Engl. 
J. Med.) 262, 1-9, Jan. 7, 1960. 3 figs., 27 refs. 


The clinical and pathological findings in 35 patients 
with alcoholic cirrhosis seen at the City Hospital, Boston, 
were compared with those in a similar number of patients 
with cirrhosis of unknown aetiology seen at Hammersmith 
Hospital, London. Peripheral neuropathy, parotid en- 
largement, gynaecomastia, and Dupuytren’s contracture 
were seen exclusively in the alcoholic group. Males 
predominated in this group. Malnutrition, macrocytic 
anaemia, fever, deep jaundice, and hepatomegaly were 
common. In the non-alcoholic group there was a pre- 
ponderance of females, and splenomegaly, episodes of 
stupor, portal hypertension, and a past history of jaundice 
were more frequently encountered than in the alcoholic 
group. Pathologically, nodules were smaller, fatty infil- 
tration was more common, and the serum globulin con- 
centration was less often raised in the patients with 
alcoholic cirrhosis. In the non-alcoholic group there 
were few remissions and “‘ inexorable progress was the 
rule’; in the alcoholic group the response to good diet, 
rest, and withdrawal of alcohol was often dramatic. 

P. C. Reynell 
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387. Effect of Prophylactic Digitalization on Myo- 
cardial Function after Elective Cardiac Arrest 

T. Cooper, V. L. WiLLMAN, P. ZAFIRACOPOULOS, and C. R. 
HANLON. Annals of Surgery [Ann. Surg.] 151, 17-21, 
Jan., 1960. 2 figs., 13 refs. 


Accepting the fact that in dogs arrest of the heart by 
means of potassium salts leads to myocardial damage 
and depression of ventricular function, the authors have 
attempted to minimize these effects by the prophylactic 
administration of digitalis. In the studies here described 
from the University School of Medicine, St. Louis, 
Missouri, left ventricular stroke work at various filling 
pressures was plotted for 12 dogs, 6 of which received 
digitoxin or ouabain. A cardiac by-pass was set up and 
the heart then stopped for 30 minutes by means of 2:5°% 
potassium citrate in whole blood. At the end of this 
period the aortic clamps were removed and the circulation 
restarted. 

In all the 6 animals given the cardiac glycoside before 
cardiac arrest it was shown that the ventricular function 
was better than in the 6 control dogs, although there was 
still some depression of function compared with dogs in 
which the heart had not been arrested. It was also 
shown that a similar degree of protection was obtained 
by cooling the animal to 28°C. The authors suggest 
that these results favour the use of prophylactic pre- 
digitalization for patients undergoing intracardiac opera- 
tion in which cardiac arrest with potassium citrate may 
have to be induced. J. R. Belcher 


388. Comparative Study of Polybrene and Protamine for 
Heparin Neutralization in Open Heart Surgery 

C. W. Litcener, L. P. Sterns, D. M. Lona, and D. 
LepLey Jr. Annals of Surgery [Ann. Surg.) 151, 11-16, 
Jan., 1960. 8 refs. ; 

The increasing use of systemic heparinization has 
increased the need for a drug effective in neutralizing 
heparin. At the Variety Club Heart Hospital, (Univer- 
sity of Minnesota), Minneapolis, the authors have 
assessed the value of “ polybrene” for this purpose 
in 50 patients subjected to open-heart surgery and com- 
pared the results with those of protamine sulphate as 
observed in a previous series of 50 similar patients com- 
parable in regard to sex, age, and pathology. Pre- 
liminary experimental work carried out on dogs is also 
described. Previous workers have given polybrene in 
doses of 1 to 2 mg. per mg. of heparin administered, but 
the present authors gave it in a dosage of 2 to 2:5 mg. 
per kg. body weight. The postoperative blood loss was 
accurately recorded at 12, 24, and 48 hours. 

In none of the 50 patients given polybrene was there 
any serious postoperative haemorrhage, whereas in the 
comparable protamine-treated group there were 2 such 
cases, both patients dying. The amount of postoperative 
haemorrhage in each of the three periods of observation 
was also less in the group receiving polybrene. The 
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authors stress the fact that the most important factor 
in the prevention of postoperative bleeding is and must 
remain meticulous haemostasis. At the same time they 
are convinced that polybrene is superior to protamine 
sulphate as a neutralizer of heparin, and they now use 
this drug as a routine measure in all their cases in which 
a cardiac by-pass is employed. J. R. Belcher 


389. Bleeding after Perfusion for Open Heart Surgery: 
Importance of Unneutralized Heparin and Its Proper 
Correction 
N. G. Rotrunie and J. B. Kinwontu. British Medical 
Journal [Brit. med. J.] 1, 73-78, Jan. 9, 1960. 5 figs., 
37 refs. 


In the course of perfusion with a heart-lung machine 
the donor and patient blood has to be prevented from 
clotting by the use of some anticoagulant, usually 
heparin. The whole mechanism of blood clotting is 
inevitably altered by the passage of blood through the 
heart-lung machine, and at the completion of perfusion 
the neutralization of residual heparin has to be achieved 
to restore it to normal. Protamine sulphate is commonly 
used for this purpose, but the appropriate dose is not 
always easy to estimate. The amount of heparin remain- 
ing in the patient’s blood at the completion of perfusion 
can be estimated, and titration against protamine should, 
in theory, remove many of the dangers that occur if the 
heparin is not completely neutralized, but the com- 
plexity of the action of both drugs militates against 
accurate study. 

At St. Thomas’s Hospital, London, the present authors 
have found that the most satisfactory method for the 
detection of traces of heparin is to determine the thrombin 
clotting time of plasma, which measures the formation of 
fibrin in the final stage of coagulation. This clotting time 
is principally influenced by fibrinogen concentration and 
by heparin. The fibrinogen content of the blood falls 
during perfusion, but a 50°% fall may occur before the 
thrombin clotting time is prolonged, whereas the effect 
of heparin is much more marked. Prolongation of the . 
thrombin clotting time after the administration of the 
antiheparin agent at the end of perfusion is thus likely 
to be due to the presence of unneutralized heparin. This 
can be confirmed by the addition of toluidine blue, a 
specific antiheparin agent (which is too toxic for use in 
vivo), to the test system and comparing the clotting time 
then obtained with the pre-perfusion value. 

The authors prefer to keep the anticoagulant dose of 
heparin to a minimum, and suggest 2 mg. per kg. body 
weight for the patient (1-5 mg. is too low) and 20 mg. 
per 500 ml. of donor blood. As a neutralizing agent 
they find “* polybrene ” (hexadimethrine bromide) prefer- 
able to protamine. The rate of elimination of heparin 
by the kidneys and liver, destruction in the plasma, and 
other routes varies in different individuals so that at the 
end of perfusion a standard dose of neutralizing agent 
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may not always be effective. In practice an estimated 
dose based on the total amount of heparin used is ad- 
ministered and the blood is tested for residual heparin by 
measurement of the thrombin clotting time, with or 
without the addition of toluidine blue. An additional 
dose of the antidote is then given if indicated. Since 
adopting this procedure the authors have encountered 
no cases of serious bleeding after perfusion. 
T. Holmes Sellors 


390. Subacute Bacterial Endocarditis in the Older Age 
Group 

V. Cummins, S. FURMAN, M. Dunst, and I. L. Rusin. 
Journal of the American Medical Association [J. Amer. 
med. Ass.| 172, 137-141, Jan. 9, 1960. 15 refs. 


Subacute bacterial endocarditis is no longer considered 
a rarity in the older age group and to date the mortality 
has been higher in older than in younger patients. Be- 
tween 1945 and 1955, 55 patients with subacute bacterial 
endocarditis were treated at Montefiore Hospital, New 
York, 18 of whom were over 50 (range 52 to 82 years). 
The diagnosis was based on the presence of typical signs 
and symptoms with a positive blood culture or on the 
findings at necropsy. The patients were divided into 
three groups: (1) those with well-defined typical symp- 
toms; (2) those with murmurs, fever, and/or anaemia, 
but negative blood culture; and (3) those with some 
other active disease which obscured the clinical picture. 

The older patients whose endocarditis was recognized 
and adequately treated did as well as the patients under 
50. Of the whole 55 patients, 23 died; of these, 13 were 
over 50. Death in the older age groups was due in one 
instance to failure of treatment, but commonly it was the 
result of confused diagnoses and misdirected treatment, 
endocarditis being diagnosed clinically in only one of the 
13 fatal cases. In 3 of the 18 older patients no cardiac 
murmur was detected during life and in 4 pyelonephritis 
confused the picture. The authors discuss the difficulties 
encountered in diagnosing bacterial endocarditis in the 
elderly; no murmur should be disregarded, and weakness, 
anaemia, and low-grade fever should suggest the diag- 
nosis even in the presence of associated disease. They 
state that if the mortality is to be reduced treatment 
should be started whenever the condition is suspected, 
even if blood culture is negative. J. N. Agate 


391. The Preventive Effect of Ephedrine on Syncopal 
Attacks Due to Quinidine. (L’effet préventif de l’éphé- 
drine sur les accidents syncopaux dus a la quinidine) 

F. Lior, B. CosLentz, L. SceBat, H. Gras, and J. 
LENEGRE. Archives des maladies du ceur et des vais- 
seaux [Arch. Mal. Caur] 52, 1321-1336, Dec., 1959. 
3 figs., 20 refs. 


The authors describe a clinical investigation of 262 
patients (202 (77%) female) suffering from auricular 
fibrillation, of whom 198 had rheumatic heart disease, 
36 “‘ idiopathic ’’ auricular fibrillation, 20 degenerative 
cardiopathy, and the remainder a variety of cardiac 
conditions. In all, 300 courses of treatment were given; 
the electrocardiographic (ECG) changes in 228 cases 
are detailed. The duration of the fibrillation before 


treatment was not known in 79 cases; of the others, it 
was under one month in only 67, one to 6 months in 64, 
6 months to 5 years in 27, and over 5 years in 25. There 
was a history of embolism in 87 cases. 

Treatment consisted initially in anticoagulant (anti- 
prothrombin) therapy, digitalization when necessary, a 
salt-free diet, and in many cases administration of theo- 
phylline derivatives and sedatives. For treatment of the 
attacks a test dose of 0-15 g. of dihydroquinidine chloride 
(DHQ) was first given; if the patient showed no idio- 
syncrasy then on the following day 3 doses were given 
at 2-hourly intervals, each consisting of 0-3 g. of DHQ 
and 10 mg. of ephedrine, these drugs being always given 
in this ratio. If this dosage was ineffective the total 
daily dosage was raised every second day by giving an 
extra dose of 0-3 g. of DHQ and 10 mg. of ephedrine 2 
hours after the last previous dose, the maximum daily 
total dose of DHQ being 2-7 g. in 9 separate doses. 
The patients were kept under close surveillance and the 
ECG was recorded daily. When fibrillation ceased the 
dose of DHQ being given at that time was maintained 
for a further 24 hours and then gradually reduced. 

Toxic effects, other than cardiac, were noted on 62 
occasions. Various difficulties were encountered, and 
in 6 cases nodal rhythm occurred when fibrillation 
ceased. But there was no single instance of sudden 
death or other major disaster in this series. The authors 
stress that patients must be selected carefully for this 
type of treatment and observed closely throughout and 
for some time afterwards, as sudden death has been 
reported after quinidine therapy has been discontinued. 

W. H. Horner Andrews 


392. Observations on Isobutamide in Patients with Heart 
Failure 

M. Fucus, T. Bopi, and J. H. Moyer. Diseases of the 
Chest [Dis. Chest] 37, 91-97, Jan., 1960. 3 figs., 3 refs. 


The efficacy of isobutamide, the isobutyl derivative of 
acetazolamide, was compared with that of acetazolamide 
(“‘ diamox ”’) in the treatment of cardiac failure in 20 
patients admitted to the Hahnemann Hospital, Phila- 
delphia. The patients received each of the two drugs for 
definite periods and were examined clinically and weighed 
twice each week. In a further 8 patients with cardiac 
failure water and electrolyte excretion tests were carried 
out before, during, and after administration of iso- 
butamide. The patients receiving isobutamide showed a 
slightly greater weight loss than did those receiving 
acetazolamide, but no further differences between the 
two groups were noted. J. B. Wilson 


393. Phonocardiography in Pulmonary Stenosis: Special 
Correlation between Hemodynamics and Phonocardio- 
graphic Findings 

E. G. Dimonp and A. BeNcuimoL. Annals of Internal 
Medicine [Ann. intern. Med.| 52, 145-162, Jan., 1960. 
9 figs., 35 refs. 


The auscultatory and phonocardiographic findings 
were studied in 56 patients with pulmonary stenosis 
proved by cardiac catheterization. These included 21 
cases of isolated pulmonary stenosis, 30 cases of pul- 
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monary stenosis associated with ventricular septal defect, 
and 5 cases of pulmonary stenosis with interatrial com- 
munication. Isolated moderate and severe pulmonary 
stenosis usually produced a widely split second sound, 
with a diminished or absent pulmonic component, pro- 
iongation of right ventricular systole, and a systolic 
murmur going through the aortic component of. the 
second sound. These findings correlated well with the 
degree of right ventricular hypertension. If the systolic 
murmur showed late systolic accentuation, the right 
ventricular pressure was higher than 100 mm. Hg. 

In cases of pulmonary stenosis with ventricular septal 
defect and right-to-left shunt (tetralogy of Fallot), the 
time of accentuation of the systolic murmur did not show 
a significant difference from the murmur of isolated pul- 
monary stenosis. In cases of tetralogy of Fallot, the 
murmur usually stopped at the aortic component of the 
second sound. However, in 5 cases of proved tetralogy 
of Fallot, the murmur went through the aortic component 
of the second sound. The pulmonic component of the 
second sound was recorded in 3 cases of proved (surgery 
and post mortem) tetralogy of Fallot. The presence of 
third and fourth sounds indicated marked elevation of 
the right ventricular pressure. The presence of giant 
““a”’ waves in the venous tracing suggested a diagnosis 
of moderate to severe pulmonary stenosis with intact 
ventricular septum. The presence of a systolic ejection 
click was helpful in the evaluation of the degree of steno- 
sis, but it was recorded only 14 times in the whole series, 
and it was present in only mild and moderate stenosis. A 
mid-diastolic rumble was recorded in 4 cases of tetralogy 
of Fallot but in none of the cases of isolated pulmonary 
stenosis. The right ventricular work was increased in 
cases of moderate and severe pulmonary stenosis. In 
such situations the duration of right ventricular systole 
was prolonged.—[Authors’ summary.] 


DIAGNOSTIC METHODS 


394. Electrocardiographic Studies in Pulmonary Disease. 
I. Electrocardiographic Abnormalities in Diffuse Lung 
Disease 

D. H. Spopick. Circulation [Circulation] 20, 1067- 
1072, Dec., 1959. 3 figs., 7 refs. 


An electrocardiographic study was made of 79 con- 
secutive patients admitted to the Lemuel Shattuck Hos- 
pital, Boston, on account of diffuse lung disease, chiefly 
emphysema associated with bronchitis, bronchiectasis, 
or pulmonary fibrosis. The standard hexaxial modifica- 
tion of the Bayley reference system was used for plotting 
the derived frontal plane axes. Whereas in normal sub- 
jects the mean manifest frontal P axis varies between 
+45° and +64°, in 83% of the patients in this series 
who were in sinus rhythm it varied between +70° and 
+90°. Those patients with values less than 50° had 
either arteriosclerotic or hypertensive heart disease. 
Diphasic (-+-) P waves occurred in right precordial leads 
in about half of the cases and tended to be associated 
with frontal P waves of the Gothic or P-pulmonale type. 
The frontal mean QRS axis was +70° to +120° in 44%, 
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—80° to —90° in 9%%, and “ indeterminate ” (because of 
posterior orientation in the sagittal plane) in 4%. 
Despite the wide divergence of these axes in the frontal 
plane they may be close in space when viewed in the sagit- 
tal plane (the “‘ axis-illusion phenomenon ”’). A leftward 
mean frontal QRS axis (+20° to —60°) was usually 
associated with left-sided heart disease. Prominent left 
precordial S waves were present in 65°%, and this feature 
correlated well with verticality of the mean frontal QRS 
axis and even better with verticality of the P axis. There 
were only 7 cases of unequivocal right ventricular hyper- 
trophy. 

The author emphasizes that the chief single electro- 
cardiographic finding in diffuse lung disease is verticaliza- 
tion of the mean frontal P axis. K. G. Lowe 


395. Electrocardiographic Studies in Pulmonary Disease. 
II. Establishment of Criteria for the Electrocardiographic 
Inference of Diffuse Lung Disease 

D. H. Spopicx. Circulation [Circulation] 20, 1073- 
1074, Dec., 1959. 


' The findings in the first part of this study [see Abstract 
394] “‘ suggested that it might be possible to infer the 
presence of diffuse lung disease from the electrocardio- 
gram alone ”’ on the basis of the axis of the frontal plane 
Pwaves. The following features were accordingly chosen 
as criteria for a positive diagnosis of diffuse lung disease: 
(1) P pulmonale or Gothic P waves in Leads II, III, and 
aVy, (2) mean frontal P axis of +70° or more and 
diphasic P waves to Lead V2 or beyond, or a precordial 
S wave of 2 mm. or more to Lead V6, (3) mean frontal 
P axis of +60° in association with a vertical or “ axis- 
illusion ” mean frontal QRS axis, a precordial S wave of 
2 mm. or more to Lead V¢, and prominent right precordial 
P waves. The following features were considered only 
suggestive of diffuse lung disease: (1) mean frontal P 
axis of +60° and any 2 of the following: vertical or 
* axis-illusion ” mean frontal QRS, precordial S wave of 
2 mm. or more to Lead V6, and prominent diphasic P 
waves to Lead V2 or beyond, (2) mean frontal P axis of 
+30° to +50° and all 3 of the above additional features, 
(3) mean frontal P axis of +70° or more with a mean 
frontal QRS of +70° or more. 

An assessment was then made of 100 consecutively 
admitted patients who were free of cardiac arrhythmia, 
the electrocardiogram of each being studied without any 
other knowledge of the patient. The findings were 
reported as (1) consistent with, (2) possibly consistent 
with, or (3) showing no evidence of diffuse lung disease. 
A positive diagnosis of lung disease was made in 14 
cases which was subsequently shown by full clinical 
assessment, including radiographic or pathological 
examination, to be correct in 13 and wrong in one case 
(accuracy=93°%%). Diffuse lung disease was excluded 
electrocardiographically in 76 cases, correctly in 73 
and incorrectly in 3 (accuracy=96%). Lung disease 
was suggested in 10 cases, correctly in 6 and incorrectly 
in 4 (accuracy=60%). It is suggested that the criteria 
listed above are adequate for a “ new standard electro- 
cardiographic interpretation: ‘consistent with diffuse 
lung disease’ ”’. K. G. Lowe 
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396. Vectorcardiography in Myocardial Infarction 
G. Howirt and T. D. V. Lawrie. British Heart Journal 
[Brit. Heart J.] 22, 61-72, Jan., 1960. 2 figs., 17 refs. 


At the Royal Infirmary, Glasgow, vectorcardiography 
was carried out on 50 patients with myocardial infarction 
in an attempt to determine its diagnostic value in com- 
parison with conventional electrocardiography. A Cam- 
bridge vectorcardiogram was used and the electrode 
placings were those of the cube system. In antero- 
septal infarction (26 cases) the early forces of the QRS 
loop which are normally directed to the right and 
anteriorly were usually lost and the loop was directed 
posteriorly and to the left. These features were best seen 
in the horizontal plane, in which the QRS and T loops 
were frequently inscribed counterclockwise. The QRS/T 
angle was greater than normal in all three planes. In 
inferior (so-called “ posterior”) infarction (11 cases) 
the main diagnostic feature was the superior orientation 
of the early forces in the sagittal and frontal planes. In 
9 of the 11 cases the contour of the QRS loop showed 
delay, notching, or abrupt change in direction, considered 
to be in keeping with disturbances of the conducting 


tissue which are frequent in inferior infarction. In’ 


postero-septal infarction (9 cases) the diagnostic features 
were absence or clockwise rotation of the initial anterior 
forces with posterior displacement of the efferent limb 
of the QRS loop in the horizontal plane, abnormal 
initial superior forces directed posteriorly and inscribed 
counterclockwise in the sagittal plane, and abnormal 
superior forces directed mainly to the left in the frontal 
plane. In lateral infarction (4 cases) the forces to the 
right seen in the horizontal and frontal planes were of 
greater magnitude than normal. 

The authors record their impression that there is, as 
yet, little to choose between vectorcardiography and 
conventional electrocardiography for the diagnosis of 
myocardial infarction in its usual locations—septal, 
posterior, and inferior—but that the latter is in some ways 
to be preferred, notably in cases of acute myocardial 
infarction. They suggest that the value of vectorcardio- 
graphy should be further investigated in cases presenting 
the most difficulties in electrocardiographic diagnosis, 
preferably with necropsy control. K. G. Lowe 


397. Rheography 

K. Poizer, F. and H. Heecer. British 
Heart Journal (Brit. Heart J.] 22, 140-148, Jan., 1960. 
11 figs., 13 refs. 


The electrical conductivity of the human body varies 
with changes in blood flow; thus fluctuations in blood 
flow can be assessed by measuring the conductivity of 
alternating current. The apparatus used by the authors 
at the Hanusch Hospital, Vienna, and here described 
comprises a modified Wheatstone bridge and an electronic 
amplifier. For peripheral rheograms of the limbs two 
ring-shaped electrodes are placed across the section to be 
examined. Resistance curves can be recorded on a 
moving tape, as in electrocardiography. The form and 
amplitude of the curves indicate blood flow and vessel 
elasticity, while subsequent changes in the curves indicate, 
for example, the efficacy of vasodilator therapy. Like- 


wise rheograms of the skull can be used for supervision 
of therapy, in particular the success or failure of stellate 
ganglion block. Cardiac rheograms can be récorded 
from limb or thoracic leads, these affording a precise 
measurement of the events of the cardiac cycle. There 
are also characteristic patterns of certain diseases, for 
example, congestive cardiac failure or differing degrees 
of mitral stenosis. Liver pulsation can be demonstrated 
to confirm tricuspid regurgitation, and the jugular venous 
pulse can be recorded when direct examination is difficult. 
The method has the advantages that the results are strictly 
reproducible and there is independence from circum- 
scribed points in the placing of the electrodes. 
D. Goldman 
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398. The Results of Open Commissurotomy in Acquired 
Calcific Aortic Stenosis: Clinical and Hemodynamic 
Studies in Patients Operated upon with General Hypo- 
thermia 

J. W. GILBerT Jr., A. G. Morrow, and E. BRAUNWALD. 
Annals of Surgery [Ann. Surg.) 151, 1-10, Jan., 1960. 
6 figs., 19 refs.- 


The authors describe their experience at the Surgical 
Clinic at the National Heart Institute, Bethesda, in the 
surgical treatment of 13 cases of acquired aortic stenosis 
in which they used the open approach under general 
hypothermia. 

In all the patients there was significant aortic stenosis 
and 3 also had mitral valvular disease. In 9 cases 
the aortic valve was calcified, and there was electro- 
cardiographic evidence of left ventricular hypertrophy 
in 12. The peak systolic gradients across the aortic 
valve ranged from 40 to 133 mm. Hg. At operation the 
patients were cooled to 29° to 30° C. and a longitudinal 
incision was made in the aortic wall. The commonest 
abnormality of the valve was found to be complete 
obliteration of one commissure, leaving an apparently 
bicuspid valve. Valvotomy was performed with knife, 
scissors, or a dilator, but complete commissurotomy 
was seldom attempted because of the risk of producing 
severe incompetence. There were 4 operative deaths. 
The 9 survivors were followed up for an average period 
of 17 months and all are subjectively improved, 6 
markedly so; postoperative left ‘heart catheterization 
showed that the peak systolic gradient was reduced in 
all 9 patients. 

The authors have found the dye-dilution method of 
value in assessing the degree of coexisting aortic in- 
competence. In discussing the difficult problem of 
selection of patients for surgery when incompetence is 
associated with the aortic stenosis they stress the dire 
prognostic significance of left ventricular failure—in all 
of their 4 patients who died this complication was present. 
Finally they stress the fact that the condition of a patient 
with calcific aortic stenosis is so precarious that the 
additional stress of valvotomy makes the prognosis 
extremely grave unless considerable and immediate relief 
of the stenosis can be achieved by the operation. 

. J. R. Belcher 
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399. Restenosis of the Mitral Valve: an Account of 
Fifty Second Operations 

J. R. Bevcuer. Lancet [Lancet] 1, 181-184, Jan. 23, 
1960. 2 figs., 9 refs. 


The author reviews a personal series of 31 cases of 
mitral valvotomy (out of a total of 294 followed up for 
more than a year) and a further 19 similar cases from 
other sources in which a second operation proved neces- 
sary. He differentiates “‘true” from “false” re- 
stenosis, the latter being an index of an unsatisfactory 
primary operation. None of the 86 patients (out of the 
original 294) in whom the initial operation had produced 
a full reopening of the valve (a “‘ good result” in the 
author’s classification) required operative relief. He 
states that in cases in which the original procedure has 
been adequate it is uncertain whether a return of symp- 
toms is due to a reactivation of the disease (there was only 
one such case in the present series) or is merely a reflec- 
tion of inadequacy in essence or degree of the primary 
operation. Since the introduction of transventricular 
valvotomy the incidence of re-stenosis has declined. 

A careful evaluation of the extent of the improvement 
achieved by the first operation is important in the diag- 
nosis of re-stenosis, other diagnostic aids being signs of 


mitral incompetence and the presence of “* bronchitis ” 


due to pulmonary or cardiac causes. In some cases 
cardiac catheterization and left atrial pressure recordings 
are valuable guides to the need for, and possible benefit 
to be derived from, a second operation. The author 
favours gradual dilatation and splitting by the trans- 
ventricular route in difficult cases, blades of increasing 
sizes applied at right angles to the line of the commissures 
being used. He states that the poor expectation of life 
of patients with re-stenosis justifies a re-exploration of 
the valve, since the results of this operation are satis- 
factory in more than 50° of cases, with only a slightly 
higher operative mortality (8% as against 5-5°% for 
primary valvotomy). 

[This paper presents a clear evaluation of mitral val- 
votomy and explains the failed primary cases; it deserves 
careful study in the original.] C. A. Jackson 


CORONARY DISEASE AND 
MYOCARDIAL INFARCTION 


400. Coronary Heart Disease in Seven Racial Groups in 
Singapore 

C. Muir. British Heart Journal (Brit. Heart J.| 22, 
45-53, Jan., 1960. 1 fig., 36 refs. 


The island of Singapore has a population of one and a 
half million people of varying races, religions, customs, 
and dietary habits. In the General Hospital at Singa- 
pore 19,415 necropsies were carried out during the 10 
years 1948-57. Coronary heart disease was the principal 
cause of death in 558 cases and its necropsy incidence 
per 1,000 population per annum was 0-026 for Chinese, 
0-265 for Indians plus Pakistanis, 0-024 for Malays, 
0-100 for Eurasians, and 0-186 for Europeans. Indian 
Muslims were twice as liable to die from coronary heart 
disease as their non-Muslim compatriots and 20 times 
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more liable than the Chinese or the Muslim Malays. 
This may be due to the fact that the Indian Muslim is a 
great fat-eater and prefers a sedentary life. The compo- 
sition of the diets of the various racial groups with par- 
ticular reference to the degree of saturation of the fats 
will be the subject of a later communication. 

[All those interested in this subject will require to read 
this paper in the original and to study the tables of 
statistics. ] K. G. Lowe 


401. Blood Coagulation and Fibrinolysis in Relation to 
Coronary Heart Disease: a Comparative Study of Normal 
White Men, White Men with Overt Coronary Heart 
Disease, and Normal Bantu Men 

C. Merskey, H. Gorpon, and H. LAcKNer. British 
Medical Journal [Brit. med. J.] 1, 219-227, Jan. 23, 
1960. 6 figs., bibliography. 


The part played by diet and coagulation factors in the 
development of coronary heart disease was studied in 
three different groups of subjects: healthy white and 
healthy Bantu and white males with coronary arterial 
disease; the findings are described in this paper from the 
University of Capetown. Various coagulability tests 
were carried out on all the subjects and the diets were 
examined. Statistical analysis showed that the groups 
were comparable. Increased plasma fibrinogen levels 
were found in the patients with coronary disease over the 
age of 50 as compared with the control groups. The 
mean fibrinolysis time in the Bantu was significantly 
lower than in the white controls, and although several 
other differences in the coagulability of the blood were 
noted in these same two groups, their precise significance 
was not obvious. 

These findings and their relationship to dietary factors 
in the production of coronary heart disease are discussed. 

J. B. Wilson 


402. Increased Incidence of Coronary Heart Disease in 
Women Castrated Prior to the Menopause 

R. W. Rosinson, N. HIGANo, and W. D. CoHEN. 
A.M.A. Archives of Internal Medicine [A.M.A. Arch. 
intern. Med. 104, 908-913, Dec., 1959. 4 figs., 17 refs. 


In order to investigate the role of normally functioning 
ovaries in the prevention of coronary heart disease and 
to estimate any influence that early castration may exert 
on its incidence the authors studied the records of all 
women, totalling 423, who underwent bilateral oophorec- 
tomy before the age of 45 at the Memorial Hospital, 
Worcester, Massachusetts, during the 20-year period 
1936-55. As a control they also studied the records of 
all patients, numbering 462, of the same age group who 
underwent hysterectomy without bilateral oophorectomy 
during the same period. Approximately equal propor- 
tions of both groups had died, were untraceable, or 
refused examination, while those patients in each group 
who had received adequate oestrogen replacement therapy 
since the operation were eliminated. Altogether, 102 
castrated patients and 112 control subjects were eventu- 
ally available for investigation, all of whom underwent 
complete evaluation of cardiovascular function and serum 
lipid studies. 
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The castrated group included 16 patients with definite 
coronary heart disease—15 with angina pectoris and one 
with a previous myocardial infarction—whereas there 
were only 5 such patients—4 with angina and one with 
infarction—in the control group. The increased inci- 
dence in the castrate group was statistically significant 
(0-01<P<0-025). The inclusion of peripheral vascular 
disease as a manifestation of atherosclerosis increased the 
total in the castrate group to 19 without any addition 
to the figure for the control group. Hypertension and 
diabetes augment any tendency to coronary disease. 
Therefore the authors now exclude any patient with 
either of these disorders at the time of operation, leaving 
92 patients in the castrate series and 100 in the control 
series. Only 3 of the latter had developed coronary 
disease, whereas 12 of the castrates were affected. This 
difference was again statistically significant. None of 
the 3 castrates with peripheral vascular disease had 
either diabetes or hypertension; they thus made a valid 
addition to the significance of the series. 

As a further check the authors compared their data 
with those derived from about 700 women in the Fram- 
ingham Heart Disease Epidemiology Study, none of 
whom had undergone either hysterectomy or oophorec- 
tomy. On comparison of the incidence of coronary 
disease observed in the castrate and control groups with 
that expected on the basis of the Framingham figures 
only the castrate group showed a significant difference. 
To exclude factors other than bilateral oophorectomy 
such possible influences as nationality, time elapsed 
since operation, and the incidence of hypertension, 
obesity, and diabetes at the time of examination were 
studied. There were suggestive trends, but none was 
statistically significant. 

The mean serum cholesterol levels in the control group, 
the castrate group without atherosclerosis, and the cas- 
trate group with atherosclerosis were 243, 264, and 282 
mg. per 100 ml. respectively and the corresponding 
cholesterol: phospholipid ratios were 1-15, 1-20, and 1-23. 
The significantly higher cholesterol: phospholipid ratio of 
the castrates was chiefly due to the increase in the serum 
cholesterol level. 

The authors conclude that bilateral oophorectomy 
before the natural menopause leads to a significant 
increase in the incidence of atherosclerosis manifested 
as coronary heart disease and peripheral vascular 
disease. A. C. F. Green 


403. Thromboendarterectomy for Coronary Artery 
Di 

C. P. BAitey, D. P. Morse, and W. M. LEMMON. Ameri- 
can Journal of Cardiology [Amer. J. Cardiol.| 5, 3-13, 
Jan., 1960. 10 figs., 33 refs. 


Atherosclerosis of the coronary arteries, which often 
precedes similar involvement of other vessels, in general 
resembles atherosclerosis elsewhere in that the lesions 
are segmental, appearing first at sites of circulatory 
trauma such as a point of bending of the vessel. Sub- 
intimal lipid deposits, surrounded by fibrosis, become 
confluent and enlarge, encroaching upon the lumen. 
Ulceration is followed by thrombosis or occasionally 


haemorrhage, causing partial or complete vascular occlu- 
sion, which in the absence of adequate collaterals results 
in infarction. In the heart, however, the pattern differs 
from peripheral atherosclerosis in that the disease is con- 
fined to the visible or epicardial coronary arterial 
branches and almost never affects the deep intramural 
branches, with the sole exception of the septal branch 
of the left coronary artery. Thus the minute pathways 
may be expected to remain open, and this pathological 
detail, the authors suggest, should augur well for direct 
coronary surgery. Atheromata develop first on the 
myocardial wall of the coronary artery. The disease 
usually begins in the first 2 cm. of the anterior descending 
branch of the left coronary artery and next most com- 
monly attacks the right coronary artery, which is extremly 
vulnerable. It then spreads in both directions to involve 
the left main coronary artery and the septal branch, often 
sparing the circumflex artery. Gradual occlusion leads 
to enlargement of intercoronary collaterals and a change 
from the normal end-artery pattern. If the collaterals 
are inadequate a critical point of narrowing is reached and 
angina pectoris results; complete occlusion causes in- 
farction. Death may follow from failure of the heart as a 
pump, or from the onset of ventricular fibrillation due 
to the setting up of differences in electrical potential in 
adjacent areas of the myocardium. On the other hand 
healing by fibrosis may take place; the scar is usually 
firm, but it may dilate to form an aneurysm, or it may 
rupture. 

In the past operative measures have included: (1) 
palliative procedures such as sympathectomy, thyroidec- 
tomy, and ligation of the internal mammary arteries; 
(2) the application of grafts to the surface of the heart; 
(3) attempts to increase the intercoronary collateral 
circulation by ligation of the coronary veins or by the 
application of chemical irritants; and (4) the ventricular 
implantation of the internal mammary artery. None of 
these procedures confers more than limited benefits. 
Direct surgical measures which may be more successful 
include endarterectomy and excision of part of the artery 
and replacement by a graft or prosthesis. In this paper 
from the Bailey Thoracic Clinic, Philadelphia, the authors 
report the results of endarterectomy in 15 patients. In 
experimental studies on animals and the cadaver the 
approaches explored have included a retrograde approach 
through an “‘ expendable ” distal branch, direct entrance 
into the coronary ostia through the opened ascending 
aorta using a heart-lung by-pass, and direct attack at the 
site, using an “ autogenous lung” by-pass and hypo- 
thermia. In all cases preoperative coronary arterio- 
grams were obtained and anticoagulants were given after 
operation. The objective results were excellent in 4 
cases, good in 4, fair in 4, and there was no change in 
one; there were 2 operative deaths. 

The chance of recurrence of atheromatous lesions 
after operation is unknown. The ideal patient for sur- 
gery is a young man with angina but without infarction. 
Less suitable is the patient with recurrent angina after an 
infarct but without heart failure or enlargement. The 
older the patient, the more likely is the change to be 
diffuse, while the longer the history, the more likely is 
it that invasion of the vessel wall will have made endar- 
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terectomy impossible. The indications for and contra- 
indications to the operation are discussed. 
M. Meredith Brown 


404. Practical Diets for Lowering Serum Lipids: a 
Long-term Study on Out-patients with Ischaemic Heart 
Disease 

T. R. E. PIrkincTon, J. L. StarForp, V. S. HANKIN, 
F. M. Simmonps, and H. B. KOERSELMAN. British Medical 
Journal (Brit. med. J.| 1, 23-35, Jan. 2, 1960. 14 refs. 


At St. George’s Hospital, London, the authors have 
investigated the effects of a low-fat diet and of a diet 
containing only unsaturated fats on the blood lipid levels 
of male patients with ischaemic heart disease who were 
observed for up to 18 months. The 58 patients studied 
were allocated at random to five treatment groups 
which received respectively: (1) phenindione to give a 
single-stage prothrombin time of between 2 and 3 times 
the normal value; (2) phenindione in a dose of 1 mg. as 
a control; (3) the unsaturated-fat diet, which contained 
no meat or other animal fat but 90 ml. of soya oil daily; 
(4) the same unsaturated-fat diet together with phenin- 
dione to give a prothrombin time 1 to 14 times the nor- 
mal; and (5) a low-fat diet supplying 20 g. of fat daily. 
Groups 1 and 2 receiving the anticoagulant served as a 
control for the dietary groups; Groups 3 and 4 con- 
sidered together are referred to as the “‘ unsaturated-fat 
diet * group, and Group 5 as the “ low-fat diet ” group. 
On 20 ml. of blood taken at 3-monthly intervals after 
the patients’ usual breakfast the following estimations 
were carried out: total cholesterol level, low-density 
lipoproteins by ultracentrifugation, and total cholesterol 
in the low density fraction. From these the concentra- 
tions of molecules Sf 0-12 and Sf 12-400 were calculated. 

The blood levels of cholesterol and low-density lipo- 
proteins were reduced in both the dietary groups, more 
markedly in the unsaturated-fat diet group, but the anti- 
coagulant group showed no significant change in this 
respect. The concentrations of Sf 0-12 and of Sf 
12-400 lipoproteins were also lowered in both diet 
groups; the reduction of the former was similar in the 
two groups, whereas the Sf 12-400 lipoproteins showed a 
greater reduction in the unsaturated-fat diet group. In 
regard to body weight, the patients in the anticoagulant 
group gained a mean of 1-8 kg., those in the unsaturated- 
fat diet group lost about the same weight (mean 1-8 kg.,) 
but those in the low-fat diet group lost considerable 
weight (mean 5-4 kg.). 

It is concluded that the unsaturated-fat regimen is a 
satisfactory and practical means of lowering the serum 
lipid level over more than a year, though the prognosis 
of ischaemic heart may not necessarily be influenced. 
Details of the findings are tabulated and a recommended 
diet-sheet for the unsaturated-fat diet is reproduced. 

David Phear 


405. Clinical Trial of Two Coronary Vasodilator Drugs 
E. H. O. Parry and P. G. WeLts. British Medical 
Journal [Brit. med. J.] 1, 26-28, Jan. 2, 1960. 15 refs. 


From the National Heart Hospital, London, the 
authors report the results of a double-blind trial of two 
long-acting nitrate drugs, namely, “ metamine” (tri- 
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ethanolamine trinitrate biphosphate (T.T.B.)) and “‘ nitro- 
glyn”’, a porous plastic tablet allowing the slow release 
of nitroglycerin, on 30 patients, 23 men and 7 women, 
with ischaemic heart disease. Of these patients, 22 had 
had at least one myocardial infarction and all showed 
cardiographic evidence of cardiac ischaemia; 16 of them 
were taking the anticoagulant phenindione at the time 
of the trial. The two drugs—T.T.B. in a daily dosage 
of 16 mg. and nitroglyn in a dosage of 20 mg. daily— 
and a placebo in identical tablets were given in random 
sequence, the patient taking two tablets four times 
a day on the first 4 days only of each of 3 successive 
weeks, the patients’ daily activity being regarded as 
probably more constant over these 4 days. Each patient 
recorded on 3 cards, one for each week, the time of 
onset of each attack of cardiac pain, its duration in 
minutes, and the number of glyceryl trinitrate tablets 
(which he continued to take) required during the attacks. 
The total numbers of episodes of cardiac pain were 
remarkably similar during each of the three periods. 
However, it was noted that during the periods of taking 
T.T.B. and nitroglyn more attacks lasting less than one 
minute occurred, while those lasting 2 to 4 minutes be- 
came fewer. Attacks lasting 5 to 15 minutes were un- 
changed in frequency. The 16 patients taking phenin- 
dione concurrently had significantly fewer attacks than 
those not receiving an anticoagulant. David Phear 


* 


406. Surgical Treatment of Acute Myocardial Infarc- 
tion. (Ilonsirku xupypruyecKoro meyeHHA ocTporo 
MHOKapma) 

A. N. BaKuLev and V. V. LeBepev. 
Meduyuna [Klin. -Med. (Mosk.)]| 38, 48-55, Jan., 1960. 
7 figs., 8 refs. 


During the year 1959 the authors performed ligation of 
the internal thoracic [? mammary] arteries in 30 patients 
aged 30 to 74 years, of whom 20 had acute myocardial 
infarction and 10 were in a “ pre-infarction ” condition. . 
In the patients with acute myocardial infarction the 
operation was performed during the first hours or days 
following the onset of symptoms. The authors consider 
that the operation reduced the area of ischaemia, abol- 
ished or reduced the electrical instability of the heart, 
accelerated the formation of the scar, and prevented the 
development of a cardiac aneurysm and also of probable 
future infarctions. It also alleviated the pain. Only 
2 patients died following the operation, both from 
extensive recurrent myocardial infarction. In 25 cases 
the operative results were assessed as excellent or good, 
but in the remaining 3 cases there was only relatively 
slight improvement. A. Orley 


407. Preliminary Observations on Cavodil in Treatment 
of Angina Pectoris 

J. MAcKINNON, D. E. ANDERSON, and G. Howitt. 
British Medical Journal (Brit. med. J.] 1, 243-244, Jan. 23, 
1960. 11 refs. 


Although considerable success has been claimed for 
iproniazid in the treatment of angina pectoris, recent 
controlled trials have shown that it is not as effective 
as at first thought. It also has dangerous side-effects. 
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A trial of a more potent and long-acting monoamine 
oxidase inhibitor, B-phenylisopropylhydrazine cav- 
odil ’’), on 28 patients with typical angina which had been 
static for at least 6 months is reported from the University 
Department of Cardiology, Manchester Royal Infirmary. 
Tablets containing 6 mg. of cavodil were given twice 
daily for a month, followed after 2 weeks’ interval by 
identical tablets containing lactose, a double-blind tech- 
nique being used. 

One patient died from myocardial infarction during 
the trial. Of the remaining 27 patients, 11 improved 
with cavodil alone, 12 improved with both cavodil and 
the placebo, and one improved with the placebo alone; 
there was no change in 3. Improvement with cavodil 
usually began towards the end of the first week of treat- 
ment and was often dramatic. Side-effects, mainly 
dizziness and dry mouth, were mild. 

It is suggested that an extended trial of this drug is 
justified. David Phear 


BLOOD VESSELS 


408. The Role of Hypertension in the Progression of 
Atherosclerosis 

J. C. Paterson, J. Mitts, and C. H. Lockwoop. 
Canadian Medical Association Journal (Canad. med. Ass. 
J.) 82, 65-69, Jan. 9, 1960. 2 figs., 28 refs. 


Among 800 male patients permanently confined to 
the Westminster Hospital, Department of Veterans 
Affairs, London, Ontario, on whom serial determinations 
of blood lipid levels and blood pressure had been made 
“over many years”’, there were 184 deaths in the age 
group 50 to 89 years up to April, 1959. At necropsy the 
coronary arteries, the abdominal aorta, the left femoral 
artery, and the cerebral arteries were removed and their 
total extractable lipid content measured. The mean age 
of the patients was 72 years. A significant correlation 
was found between a high lipid content in the coronary, 
femoral, and cerebral arteries and the presence of hyper- 
tension during life, whereas there was no such correlation 
with the lipid content of the abdominal aorta. The lipid 
content of the cerebral arteries of hypertensive subjects 
was almost double that of normotensive subjects. The 
authors offer two possible explanations for this finding— 
a higher filtration pressure of the plasma lipid mixture 
through the arterial wall; and an increased tendency for 
subintimal haemorrhage to occur in hypertensives. The 
second explanation is favoured. G. S. Crockett 


409. The Kinked Innominate Vein 
K. S. Smiru. British Heart Journal (Brit. Heart J.) 22, 
110-116, Jan., 1960. 7 figs., 7 refs. 


Anatomically, the normal left innominate vein lies 
antero-superior to the aortic arch, passing between it 
and the manubrium sterni. Thus an elevated or rigid 
aortic arch, such as occurs in hypertension, arteriosclero- 
sis, and atheroma, may compress the vein from below 
enough to cause visible engorgement of the left external 
jugular vein. Such a sign, the “ kinked innominate 
vein’, is described in this paper from Charing Cross 


Hospital, London. It is analogous to the sign of the 
kinked carotid artery, but unlike that sign it occurs with 
almost equal frequency in both sexes, whereas the arterial 
sign is usually confined to women. Its significance as a 
contribution to the diagnosis of aortic enlargement is 
discussed. It is noted that it might also be caused by a 
space-occupying lesion in the mediastinum. Also it 
must be differentiated carefully from bilateral cervical 
venous engorgement. Illustrative photographs and re- 
productions of radiographs are presented. 
D. Goldman 


410. Experiences with Coarctation of the Aorta 

C. P. Bamey, W. M. Lemmon, and B. G. Musser. 
American Journal of Cardiology [Amer. J. Cardiol.| 4, 
775-785, Dec., 1959. 7 figs., 28 refs. 


At the Bailey Thoracic Clinic, Philadelphia, 58 patients 
with coarctation of the aorta have been treated surgically. 
The longest follow-up period is 8 years 10 months, the 
shortest 6 months. The authors state that in the classic 
type of case surgery should always be considered, but is 
contraindicated by the presence of congestive heart 
failure, advanced age, or associated serious congenital 
anomalies. Symptom-free infants and children may be 
kept under observation and operated upon between the 
6th and 8th years. 

In all but 2 of the authors’ cases resection of the nar- 
rowed segment and end-to-end anastomosis was carried 
out. In the other 2 the left subclavian artery was turned 
down and implanted into the lower segment. In 3 
cases there was associated aortic valvular stenosis which 
was relieved satisfactorily by closed transventricular 
valvotomy. The authors now feel that with this com- 
bination of lesions extracorporeal circulation with the 
heart-lung machine should be used. There was one 
operative death, from staphylococcal wound infection, 
and 4 late deaths, all due to factors “‘ unrelated to the 
operation or the operative result achieved’. In 88% of 
the survivors the results are stated to be excellent, the 
blood pressure being within the normal range for their 
age. The most serious postoperative complications 
encountered were 2 cases of necrotizing arteritis in chil- 
dren, necessitating bowel resection. 

[The surgical technique described has no special 
features and no clear view on the use of grafts is 
expressed. ] A. M. Macarthur 


411. Circulatory Studies at Rest and during Exercise in 
Coarctation of the Aorta Before and After Operation 

S. H. TAyLor and K.W. DonaLp. British Heart Journal 
(Brit. Heart J.] 22, 117-139, Jan., 1960. 12 figs., 44 refs. 


At the Queen Elizabeth Hospital (University of Bir- 
mingham), 20 patients were studied before and 12 of them 
again after surgery for uncomplicated coarctation of the 
aorta. Preoperatively the mean oxygen uptake at rest 
was greater than normal, but was significantly reduced 
by operation. Arterial oxygen saturation and the arterio- 
venous difference in oxygen content were normal before 
and after operation. Resting cardiac output, which had 
been raised to a mean of 4-4 litres per minute per sq.m. 
body surface, became normal postoperatively; cardiac 
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output during exercise was normal both before and after 
surgery, while the heart rate, stroke volume, and resting 
ventilation were unaltered by operation. In 13 patients 
in whom the pulmonary arterial wedge pressure had been 
normal at rest but high during exercise this pressure 
became normal in both circumstances postoperatively. 


Before resection resting mean brachial arterial pressure. 


was 138 mm. Hg, with a mean pulse pressure of 91 
mm. Hg; after operation these values were reduced to 
114 and 63 mm. Hg respectively; however, during exer- 
cise the mean brachial arterial pulse pressure was 137 
mm. Hg, rising in some cases above 300 mm. Hg. The 
pressure was reduced to some extent by operation, but 
still remained high. Left ventricular work both at rest 
and also during exercise was considerably reduced by 
operation. 

The authors discuss their results and suggest how some 
of them may be of value in selecting cases of coarctation 
of the aorta for operation, particularly when occurring 
in fit young persons without much hypertension at rest. 

D. Goldman 


HYPERTENSION 


412. A Comparison of Hydrochlorothiazide and Chloro- 
thiazide in the Treatment of Hypertension 
L. E. Mettzer, L. G. Ercuner, E. URAL, and J. R. 
KITCHELL. American Journal of Cardiology [Amer. J. 
Cardiol.) 4, 741-744, Dec., 1959. 4 refs. 


Hydrochlorothiazide (50 to 200 mg. daily) was sub- 
stituted for chlorothiazide (in combination with other 
antihypertensive agents) in the treatment of 60 well- 
studied hypertensive patients at the Presbyterian Hos- 
pital, Philadelphia. This led to a further reduction in 
the mean blood pressure by 10°% or more in 27 cases 
(45°%%). This apparent superiority of hydrochlorothiazide 
over chlorothiazide was most apparent in those patients 
who were also receiving ganglion-blocking agents or large 
doses of hydrallazine. The blood-pressure reductions 
in this group were not correlated with changes in body 
weight. 

Hydrochlorothiazide was also given alone to 12 un- 
treated hypertensive patients. In 11 the mean blood 
pressure had fallen by 3 to 21% (average 10-9%) at the 
end of 2 weeks’ treatment. However, in most cases 
tolerance of the drug developed, and at the end of 10 
weeks only 3 patients maintained a satisfactory response. 

K. G. Lowe 
413. Relationship between Plasma and Extracellular 
Fluid Volume Depletion and the Antihypertensive Effect of 
Chlorothiazide 
I. M. Witson and E. D. Frets. Circulation [Circulation] 
20, 1028-1036, Dec., 1959. 1 fig., 20 refs. 


The antihypertensive action of chlorothiazide was 
studied at the Veterans Administration Hospital and 
Georgetown University School of Medicine, Washington, 
D.C., in 20 non-oedematous hypertensive male patients 
who were under treatment with various hypotensive 
drugs, administration of which was continued throughout 
the study. 
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The patients were given a daily intake of approxim- 
ately 75 mEq. of sodium. The plasma volume (estimated 
by the dye-dilution method) and extracellular fluid volume 
(estimated by the thiocyanate and radioactive sulphate 
space methods) were measured before and shortly after 
the addition of 1 g. of chlorothiazide daily to the treat- 
ment regimen. All 20 patients showed some fall in plas- 
ma volume, varying from 39 to 741 ml. (average 358 +223 
ml.). The mean reduction in extracellular space was 
2-1+1-75 (range +0-4 to —5-8) litres. Weight change 
varied from +2-0 to —5-4 (average —1-8+1-84) kg. All 
showed some fall in blood pressure (average 24/15 


. mm. Hg) during the first 2 days. The cumulative losses 


by the end of the third or fourth day were 257+-68 mEq. 
sodium, 392+163 mEq. chloride, and 156+71 mEq. 
potassium in the 6 patients studied. There was a small 
but significant fall in the serum potassium level, but 
none in the serum sodium or chloride level. Re-expan- 
sion of the plasma volume by the infusion of 6% dextran 
in normal saline in 7 patients. maintained on chlorothi- 
azide (which had lowered the mean blood pressure by 
17-:0+9-0 mm. Hg) led to a rise in blood pressure of 
15-0+6-0 mm. Hg; a similar infusion of dextran in 
aqueous glucose solution caused a rise of 15-0+7-0 
mm. Hg, showing that the sodium ion was not important 
in the reversal of the anti-hypertensive effect. After 6 
months’ chlorothiazide treatment the plasma volume 
and body weight had returned to pre-treatment levels, 
but the extracellular fluid volume remained reduced for 
as long as 6 months. Despite this fact the reduction in 
blood pressure persisted, although not so marked as 
early in the course of treatment. Withdrawal of chloro- 
thiazide after several months’ continuous treatment led 
to prompt elevation of the blood pressure (mean 23/15 +- 
8/9 mm. Hg), plasma volume (mean 241+ 100 ml.), body 
weight (mean 1-6+1-3 kg.), and thiocyanate space (mean 
1-1+1-4 litre). 

Decrease in plasma volume is probably an important 
factor in the production of the initial hypotensive effect 
of chlorothiazide, but the late hypotensive effects cannot 
as yet be fully explained. K. G. Lowe 


414. Evaluation of Chlorothiazide Alone in the Treat- 
ment of Moderately Severe and Severe Hypertension 

F. A. Finnerty Jr., J. H. Bucnuorz, J. TUCKMAN, G. T. 
Hagysar, and G. D. Massaro. Circulation [Circulation] 
20, 1037-1042, Dec., 1959. 3refs. 


At the District of Columbia General Hospital (George- 
town University School of Medicine), Washington, 
D.C., 41 hypertensivé patients were observed during 
(1) a 1-month control period without treatment, (2) a 
6-month period of treatment with chlorothiazide (1 g. 
daily) alone, (3) a 6-month period of “‘ standard therapy ” 
—reserpine (0-25 mg. daily) and mecamylamine (15 to 36 
mg. daily) for the 11 severe cases and reserpine plus 
either veratrum (9 to 16 mg. daily) or hydrallazine (200 
to 300 mg. daily) for the 30 moderately severe cases and 
(4) a 6-month period in which a combination of chloro- 
thiazide and standard therapy was given, with reduction 
of dosage or use of less potent drugs if necessary. In 
the severe cases the mean blood pressure fell by an average 
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of 9°% in Periods 2 and 3 in the 5 patients for whom data 
are presented. None of these patients showed any 
improvement in the severity of vascular disease affecting 
the heart, kidneys, or fundi. In Period 4 there was an 
average fall in the mean blood pressure below pre-treat- 
ment level of 16°%, with considerable improvement in 
heart failure and retinopathy. In the moderately severe 
group the mean blood pressure fell by more than 20 
mm. Hg in Periods 2 and 3 in 13 cases, in Period 2 alone 
in 2 cases, and in Period 3 alone in 4 cases. Combined 
treatment in Period 4 led to a reduction in mean blood 
pressure, averaging 17%, in all 30 patients. 

In the accelerated phase of hypertension the authors 
recommend initial treatment with ganglion-blocking 
agents, chlorothiazide, and reserpine, and the subsequent 
substitution of veratrum or hydrallazine for the ganglion- 
blocking drug. For less severe cases they recommend 
initial treatment with veratrum or hydrallazine plus 
chlorothiazide and reserpine, and subsequently with 
chlorothiazide and reserpine alone. K. G. Lowe 


415. The Aetiology of Systemic Hypertension 
W. Evans. British Heart Journal [Brit. Heart J.] 22, 
17-36, Jan., 1960. 15 figs., bibliography. 


At the London Hospital the author has studied the 
renal vasculature in normotensive and hypertensive 
patients histologically and by the method of arteriography 
that he used in his well-known studies of pulmonary 
hypertension. In kidneys obtained at necropsy from 
normotensive patients and at operations on normotensive 
patients requiring nephrectomy for unilateral renal 
lesions arteriography showed branching of the arterial 
tree as far as the thread-like extensions representing 
arterioles with a diameter of 0-05 mm. The renal arteries 
are muscular, with a media bounded by inner and outer 
elastic layers, and the arterioles, measuring less than 0-1 
mm. in diameter, consist of a single elasticlayer. In older 
subjects the inner elastica may consist of 2 or 3 layers and 
there are commonly atheromatous plaques in the larger 
arteries. 

Excretion urography was carried out in 22 consecutive 
cases of hypertension, in 3 of which there was slight or 
moderate delay in excretion on one side only. These 
3 patients underwent nephrectomy although it was 
appreciated that no real evidence of a unilateral lesion 
accounting for hypertension had been demonstrated and, 
as the patient had been warned might be the case, no 
relief of hypertension was obtained. These 3 kidneys 
showed reduction of the arterial lumen by proliferation 
of the internal elastic coat, with hypoplasia or aplasia 
of the adjacent media, and arteriolar intimal proliferation, 
with considerable reduction of the arteriolar lumen. 
In a hypertensive patient not included in this series 
retrograde and excretion urography showed unilateral 
hydronephrosis, and nephrectomy in this case led to 
marked improvement in her hypertension. In this case 
the renal arteries showed intimal elastoid proliferation 
without, however, any medial hypoplasia. 

Renal arteriograms obtained post mortem from 13 
hypertensive patients, of whom 7 had had papilloedema, 
had a denuded appearance as compared with the normal 


picture, a number of arterioles and lesser arteries being 
missing. Moreover, magnification of the arteriogram 
showed tortuosity of the arcuate vessels and of the finer 
terminal twigs in the cortex. As in the previous 3 
patients who underwent nephrectomy without relief of 
hypertension, histological examination of the kidneys 
showed arterial intimal proliferation, usually elastoid 
but sometimes fibrinoid, and aplasia or hypoplasia of the 
media. The arterioles were narrowed or occluded by 
intimal proliferation, either elastoid or fibrinoid. The 
smaller arteries of the coronary tree, pancreas, liver, 
intestine, and spleen showed a reduction in wall:lumen 
ratio which was ascribed to arterial contracture and not 
to medial hypertrophy. Similar arterial contracture was 
thought to occur in the kidneys. 

The author speculates on the significance of these 
findings and discusses the relevant literature on the renal 
origin and familial incidence of so-called essential hyper- 
tension. He concludes that “systemic hypertension 
owes its inception to the presence of these congenital 
medial deficiencies [of the renal arteries], which in turn 
evoke the formation of intimal proliferation in adjacent 
arterial segments, proceeding to vascular occlusion and 
resulting in renal ischaemia and ultimately hypertension ”’. 

[The author’s arguments should be read in full by the 
interested reader.] K. G. Lowe 


416. The Effects of Amphenone on Renal Function in 
Hypertensive Subjects Before and After Acute Reduction 
of the Blood Pressure 

J. M. JouHNson and J. A. Lewis. Canadian Medical 
Association Journal [Canad. med. Ass. J.| 82, 130-133, 
Jan. 16, 1960. 24 refs. 


Acute reduction in blood pressure by ganglion- 
blocking agents decreases the excretion of water and 
sodium more than might be expected from alterations 
in renal haemodynamics. It has been suggested that 
this retention of sodium and water may be due to an 
increased secretion of steroids with mineralocorticoid 
activity. 

The authors, at Westminster Hospital, London, On- 
tario, tested this hypothesis in 4 patients with hyperten- 
sion. The renal clearances of sodium, potassium, and 
water were determined for one hour before and one hour 
after the intravenous administration of hexamethonium 
chloride in a dose sufficient to lower the blood pressure 
significantly. One week later the experiment was re- 
peated after 24 hours’.treatment with amphenone in a 
total dose of 10 g.; this drug blocks the synthesis of 
adrenocortical steroids. There was no evidence that 
administration of amphenone influenced the reduction in 
sodium excretion on lowering the blood pressure. 

It is concluded that factors other than increased 
adrenocortical activity are important in the reduced 
excretion of sodium during acutely induced hypotension. 

Bernard Isaacs 


417. Hemodynamic Effects of Ganglion 
D. M. Aviapo. Circulation Research ([Circulat. Res.] 8, 
304-314, March, 1960. Bibliography. 
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418. Survival in an Afibrinogenaemic Subject of Fibrino- 
gen Prepared from ‘‘ Time-expired ’’ Blood 

G. I. C. INGRAM, J. L. PINNIGER, and L. VALLET. Lancet 
[Lancet] 1, 135-137, Jan. 16, 1960. 1 fig., 11 refs. 


Relatively large quantities of fibrinogen can be re- 
covered from plasma of “‘ time-expired ” stored blood— 
that is, blood rejected for transfusion when the expiry 
date of the erythrocytes has passed. The physical 
properties of this fibrinogen differ in some ways from 
those of fibrinogen in freshly collected blood, and in the 
present paper the authors report their observations of 
the efficacy and survival of the less fresh fibrinogen in 
the circulation of a patient with afibrinogenaemia. 

The method of preparation of the fibrinogen is 
described. In the first therapeutic trial 13-8 g. dissolved 
in 450 ml. of water was transfused immediately before a 
dental extraction. Normal haemostasis was achieved 
within a few hours. In the second trial 17-6 g. in 460 ml. 
of water was given a week before the expected date of a 
menstrual period because menorrhagia had previously 
been troublesome. The subsequent menstrual period 
was normal. Estimation of the plasma levels of fibrino- 
gen in this case indicated that there was a relatively rapid 
loss of about half the administered dose, but that the 
remainder disappeared more slowly at a rate of about 
15% per day. A. Brown 


419. Treatment of Idiopathic Thrombocytopenic Pur- 


A. F. CARPENTER, M. M. WINTROBE, E. A. FULLER, 
A. Haut, and G. E. CartwriGut. Journal of the 
American Medical Association [J. Amer. med. Ass.] 171, 
1911-1916, Dec. 5, 1959. 6 refs. 


The authors describe the course and results of treat- 
ment in 85 cases of idiopathic thrombocytopenic purpura 
seen at the County General Hospital, Salt Lake City, 
Utah. They were divided into 4 groups as follows. 
Group 1 consisted of 24 patients treated neither with 
steroids nor by splenectomy, of whom 10 underwent 
complete remission one week to 12 months from the time 
of diagnosis; all these 10 patients were less than 10 years 
old, and in all there had been a recent preceding infection. 
Of the remaining 14 patients in this group, 12 were over 
10 years of age, only one gave a history of recent infection, 
and 8 had had the disease for more than 12 months. 
Group 2 consisted of 16 patients treated with steroids 
alone, Group 3 of 26 patients treated by splenectomy 
alone, and Group 4 of 19 patients treated both with 
steroids and by splenectomy. By combining the figures 
derived from analysis of the results in Groups 2, 3, and 4, 
after exclusion of patients from whom there were insuffici- 
ent follow-up data, it was found that complete remission 
occurred in 81°% of 31 patients treated by splenectomy 
and in 38% of 29 patients treated with steroids. The 
relapse rate after splenectomy was 11-89%, and only one 
patient developed disseminated lupus erythematosus after 
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this operation. There were 3 cases of serious postopera- 
tive infection, but there was no evidence that this con- 
stituted a serious hazard in splenectomized young 
patients. The authors consider that splenectomy is the 
treatment of choice for all patients with persistent idio- 
pathic thrombocytopenic purpura, and that it offers the 
only reasonable chance of remission after 12 months from 
the onset of the disease. Spontaneous remission was 
not observed after this time, but it is suggested that 
operation on young patients (up to the age of 11 years and 
possibly even to 23, especially if there is a history of a 
recent antecedent infection) should be deferred for 7 to 
12 months, since spontaneous remission may still occur. 
J. L. Markson 


ANAEMIA 


420. Ocular Complications in Sickle-cell Haemoglobin 
C Disease 

S. Munro and C. WaLKeErR. British Journal of Ophthal- 
mology (Brit. J. Ophthal.) 44, 1-24, Jan., 1960. 12 figs., 
37 refs. 


Sickle-cell-haemoglobin-C disease is a hereditary con- 
dition found exclusively in negroes and, owing to the 
recent increase in immigration from the West Indies and 
West Africa of persons of this race, the disorder can now 
be studied in the United Kingdom. It is characterized 
by episodes of infarction occurring in various parts of 
the body; these result from mechanical obstruction of 
the smaller capillaries by the sickle-shaped corpuscles, 
which, being rigid, become lodged in the capillaries and 
obstruct the flow of blood, causing thrombosis, hae- 
morrhages, and endarteritis. The “sickling” of the 
corpuscles is due to a peculiarity of their haemoglobin 
which, in conditions of relative anoxia, causes the cor- 
puscle to change its shape. When the oxygen level is 
restored the corpuscle regains its normal shape. The 
disease is one of a group of genetic variants each having a 
combination of haemoglobins peculiar to itself which 
governs its clinical behaviour. Two examples of the 
variants are the disease in question, in which the abnormal 
haemoglobin S is in combination with the abnormal 
haemoglobin C, and sickle-cell anaemia, in which 
both haemoglobins are abnormal and of the S type. 
Where one haemoglobin is normal the condition is 
classed as a trait rather than a disease. The haemo- 
globins can be isolated and distinguished by electro- 
phoresis, upon which therefore the diagnosis depends. 

The ocular signs of sickle-cell-haemoglobin-C disease 
are found chiefly in the periphery of the fundi, and may 
initially cause no symptoms. They include: (1) arterio- 
venous anastomoses; (2) new vessel formation among the 
retinal capillaries; (3) areas of choroido-retinal atrophy; 
(4) fibrosis; (5) red areas resembling deep retinal hae- 
morrhages; and (6) venous thromboses and exudative 
retinal detachment. Haemorrhages into the vitreous, 
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uveitis, and cataract are late complications. In sickle-cell 
anaemia on the other hand vitreous haemorrhages do 
not occur, but the retinal veins are commonly dilated. 
In making the differential diagnosis Eales’s disease, 
Coats’s disease, and retinal angiomatosis must be con- 
sidered. 

Infarctions occurring elsewhere in the body may cause 
haemoptyses, splenomegaly, haematuria, joint pains, and 
radiological changes, notably near the ends of the long 
bones. Sickle-cell crises may be precipitated by relative 
anoxia from various causes, such as high altitude, pneu- 
monia, anaesthesia, alcoholic stupor, and the like. 
Treatment is unsatisfactory; oxygen, acetazolamide, and 
vasodilator drugs are at least of theoretical value. In 
this paper 9 new cases seen at various London hospitals 
are described, and the 22 cases previously reported in the 
literature briefly referred to. A. Lister 


421. The Effect of Ascorbic Acid on Iron Absorption in 
Post-gastrectomy Anaemia and Achlorhydria 

J. WituiaMs. Clinical Science [Clin. Sci.] 18, 521-525, 
Nov., 1959 [received Feb., 1960]. 25 refs. 


The author, working at the Royal Victoria Infirmary 
(University of Durham), Newcastle upon Tyne, has 
studied the absorption of iron by 4 patients with iron 
deficiency but no gastro-intestinal abnormality and 
“* free’ hydrochloric acid in the gastric juice, 6 patients 
who at least 5 years previously had undergone a Polya- 
type gastrectomy, and 4 patients with histamine-fast 
achlorhydria. Tracer amounts (about 10 yc.) of radio- 
active iron (59Fe) were added to bread specially baked 
for the experiment, and the total iron content of the 
bread consumed by each patient was 0-6 to 0-7 mg. The 
test was then repeated, but this time the bread was dipped 
into a solution containing 1 g. of ascorbic acid before 
being eaten. Samples of blood were taken for measure- 
ment of radioactivity and amount of 59Fe incorporated 
in haemoglobin 14 and 21 days later. The blood volume 
was measured by the azovan-blue technique. 

The absorption of iron was significantly greater in the 
4 patients with a normal gastro-intestinal tract than in 
the post-gastrectomy and achlorhydric groups. In all 
three groups there was increased iron absorption when 
ascorbic acid was added, this increase being greatest in 
those with simple iron deficiency, least in those with 
achlorhydria, and intermediate in the post-gastrectomy 
cases. The possibility that other factors apart from 
anacidity may influence iron absorption is discussed. 

I. McLean Baird 


422. Iron Absorption and Gastric Operations 

M. R. CuHoupHury and J. Clinical Science 
[Clin. Sci.) 18, 527-532, Nov., 1959 [received Feb., 
1960]. 18 refs. 


The authors have studied the absorption of iron, using 
tracer doses of radioactive iron and iron in the form of 
ferric chloride (2-8 to 3-3 mg.) incorporated into bread as 
previously described [see Abstract 421], in 8 non-oper- 
ated “* normal” patients with and without iron-deficiency 
anaemia, 12 patients with a Polya-type gastrectomy, 11 
who had undergone gastro-enterostomy and vagotomy, 


and 7 who had been subjected to a Billroth-I gastrec- 
tomy. No difference in iron absorption was found be- 
tween any of the non-anaemic patients in these groups 
provided the haemoglobin level was 13-5 g. per 100 ml. 
or higher. However, this was not so in the presence of 
anaemia; thus it was shown that 5 anaemic patients with 
an intact gastro-intestinal tract absorbed iron better 
than 7 patients who were anaemic after a Polya-type 
gastrectomy. The reduction in iron absorption was still 
less after a Billroth-I gastrectomy, and was variable after 
vagotomy and gastro-enterostomy. The implications 
of these results in regard to the anaemia which frequently 
develops after gastrectomy are discussed. 
I. McLean Baird 


423. Maintenance Treatment of Pernicious Anaemia by 
Massive Parenteral Doses of Vitamin B;2 at Intervals of 
Twelve Weeks 

J. D. Kintocu. British Medical Journal [Brit. med. J.] 
1, 99-100, Jan. 9, 1960. 11 refs. 


Maintenance treatment of pernicious anaemia with 
massive doses of vitamin B;2 (cyanocobalamin) was 
tried at the Royal Infirmary, Glasgow, in 112 patients 
with classic pernicious anaemia but no neurological 
or general complications, who had been maintained by 
orthodox measures. Every 12 weeks for a period of 2 
years 1,000 vg. of vitamin B;2 was given by intramuscular 
injection. The erythrocyte count, haemoglobin level, | 
and the serum vitamin-B;2 concentration were estimated 
at intervals. Of the 112 patients, 12 were withdrawn 
because of intercurrent disease or inability to attend hos- 
pital. Of the remainder, 87 were maintained throughout 
the 2-year period and showed no deterioration in the 
erythrocyte count or haemoglobin level. In 13 the 
erythrocyte count was unsatisfactory after 9 to 16 months, 
but in 11 of these there was improvement when the 
dosage of vitamin B,2 was increased to 1,000 ng. monthly. 
It is concluded that the 3-monthly regimen, although 
satisfactory for most patients, ‘‘ cannot be recommended 
as a general routine measure ”’. - R. B. Thompson 


424. Absorption of Radioactive B;2 in Patients with 
Pernicious Anemia after Long-term Oral and Parenteral 
Therapy 

P. J. Fouts, O. M. Heimer, and S. M. CHERNISH. 
Annals of Internal Medicine [Ann. intern. Med.| 52, 
29-43, Jan., 1960. 1 fig., 16 refs. 


The authors report the results of the Schilling test on 
94 patients attending the Haematology Research Clinic 
at the Marion County General Hospital, Indianapolis, 
who had been treated for Addisonian pernicious anaemia 
for periods ranging from one month to 30 years. Nine 
were shown to absorb vitamin B,2 normally, while 
2 patients were found to have the malabsorption syn- 
drome; the gastric juice of one of these contained normal 
amounts of intrinsic factor when tested on a patient 
with pernicious anaemia. Patients treated with anti- 
anaemic preparations containing crude liver stomach 
digests did not develop refractoriness to hog intrinsic 
factor. One out of 11 patients treated with a semi- 
purified hog-intrinsic-factor—vitamin-B;2 combination 
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which did not contain liver stomach digests developed 
refractoriness to hog intrinsic factor, though responding 
to human gastric juice. A small number of patients 
treated with this preparation excreted small amounts of 
vitamin B,2 in the Schilling test, but if the amount of hog 
intrinsic factor was increased the blockage was overcome. 
The authors consider that there is no progressive loss of 
ability to absorb vitamin B;2 in patients who have been 
treated over many years, and that refractoriness to hog 
intrinsic factor develops only to a mild degree if purified 
preparations are used and not at all when crude prepara- 
tions are employed. Janet Vaughan 
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425. Relation of Bone Marrow Findings to Serum Pro- 
tein Changes in Lymphosarcoma, Chronic Lymphocytic 
Leukemia and Hodgkin’s Disease 

A. OnaT and T. Cooper. Blood [Blood] 15, 114-129, 
Jan., 1960. 4 figs., 49 refs. 


At the Mayo Clinic the electrophoretic alterations in - 


the serum protein pattern and the bone marrow findings, 
with particular reference to atypical lymphocytes and 
plasma cells, were studied in 14 cases of lymphosarcoma, 
6 of chronic lymphatic leukaemia, and 6 of Hodgkin’s 
disease. No correlation could be found between the 
percentage of atypical lymphocytes in the bone marrow 
and changes in the serum globulin level. However, a 
numerical relationship was observed between the content 
of plasma cells in the bone marrow and the concentration 
of gamma globulin in the serum. Of 10 cases with hyper- 
gammaglobulinaemia, 8 showed bone-marrow plasma- 
cytosis in a smear or fixed section, or both. In 5 of the 
6 cases with hypogammaglobulinaemia plasma cells 
were virtually absent from the bone marrow. The serum 
globulin level was qualitatively abnormal in 2 cases. 
In one of these, a case of Hodgkin’s disease, minor abnor- 
malities were observed in the gamma-globulin fraction; 
in the other, in which lymphocytic lymphosarcoma was 
diagnosed histologically, macroglobulinaemia and Bence 
Jones proteinuria were present. It is suggested that this 
last case possibly indicates a close relationship between 
lymphoma and myeloma. A. W. H. Foxell 


426. Mechanisms of Anemia in Leukemia and 
Lymphoma 

J. F. DesrorGces, J. D. Ross, and W. C. MOLONEY. 
American Journal of Medicine [Amer. J. Med.| 28, 
69-76, Jan., 1960. 5 figs., 27 refs. 


In patients with malignant lymphoma and leukaemia 
the severity of the anaemia is frequently out of propor- 
tion to the extent of involvement by the primary disease. 
In the haematological investigations here reported from 
Boston City Hospital, Massachusetts, which included 
studies of erythrocyte survival times and of the turnover 
of iron in these cells and in the plasma of 12 patients 
suffering from acute or chronic leukaemia, malignant 
lymphoma, or myeloproliferative disorders, it was shown 
that a haemolytic process was usually present, although 
evidence of immuno-haemolysis was rarely found and 
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splenomegaly was not invariably present. The erythro- 
poietic response of the bone marrow in these circum- 
stances was variable, the degree of anaemia being deter- 


mined by the ability of the marrow to produce compen- . 


satory erythropoietic response. In myeloproliferative 
disease extramedullary erythropoiesis may play a signifi- 
cant part in the response. Diminished erythropoiesis 
was usually explained by replacement of the marrow by 
malignant cell proliferation, but in some of the cases 
the mechanism of marrow hypofunction could not be 
established. Response to treatment of the anaemia in 
all these disorders depends upon the degree of control 
of the underlying process. A. Ackroyd 


427. The Transformation of Chronic Myeloid Leu- 
kaemia into the Acute Form. (La transformation aigué 
de la leucémie myéloide chronique) 

J. BERNARD, M. SELIGMANN, and R. KvIcALa. Revue 
frangaise d’ études cliniques et biologiques (Rev. franc. Et. 
clin. biol.) 4, 1024-1035, Dec., 1959. 8 figs., 18 refs. 


The authors report that of 115 patients with chronic 
myeloid leukaemia seen in the haematological depart- 
ment of the H6pital Saint-Louis, Paris, between 1953 and 
1959, 33 died after transformation of the leukaemia into 
the acute form, this change accounting for 72% of the 
46 deaths in the series. The authors point out how little 
attention has been given to this interesting change, and 
also comment on the relative rarity of acute transforma- 
tion in leukaemia of the chronic lymphatic type. There 
was no suggestion that chronic myeloid leukaemia was 
especially likely to terminate in the acute form more often 
in either sex or at any particular age, nor was the possi- 
bility of ultimate acute transformation indicated by any 
particular haematological features; further, there was no 
obvious association with antecedent treatment of the 
chronic condition. The clinical indications of acute 
transformation were most commonly increasing asthenia, 
fever, and an increase in, or the reappearance of, spleno- 
megaly. The haematological evidence of such change 
was provided by the worsening of the anaemia and throm- 
bocytopenia, by the appearance of increasing numbers of 
myeloblasts and more primitive blast cells in the peri- 
pheral blood, and by an increase in the number of baso- 
phil leucocytes. In about one-quarter of the cases 
transformation to the acute form was first indicated by 
clinical signs and by alteration in the bone-marrow pic- 
ture only. In the marrow the predominance of blast 
cells could develop either rapidly or slowly, and was 
accompanied by increasing pancytopenia in the peripheral 
blood. 

Treatment with corticosteroids in high dosage and 6- 
mercaptopurine led to complete remission in 18 cases of 
acute transformation, and had some beneficial effect in 
11 others. In one case remission was induced by blood 


_ transfusion alone. The dose of 6-mercaptopurine em- 


ployed was 2:5 mg. per kg. body weight daily, of in- 
tramuscular cortisone 1 to 3 g. a day, and prednisone 
200 to 400 mg. per day. At the end of the induced 
remissions some of the patients showed evidence of a 
new acute episode, but in others the disorder surprisingly 
emerged in the chronic myeloid form. A. G. Baikie 
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428. Studies of Regional Lung Function Using Radio- 
active Oxygen 

N. A. Dyson, P. HuGu-Jones, G. R. Newsery, J. D. 
Smnciaimr, and J. B. West. British Medical Journal 
[Brit. med. J.| 1, 231-238, Jan. 23, 1960. 10 figs., 11 refs. 


In this communication from the M.R.C. Radiothera- 
peutic Research Unit, Postgraduate Medical School of 
London, the use of the cyclotron-produced, radioactive 
isotope of oxygen (150) with a half-life of 2 minutes for 
the study of regional lung function is described. This 
isotope decays with an emission of positrons, which are 
annihilated almost immediately by combining with elec- 
trons, producing y radiation. The patient is given a 
single breath of air containing a trace of the isotope and 
then holds his breath for about 10 seconds. Pairs of 
scintillation counters are aligned in front of and behind 
the chest and the y radiation arising from cores of lung 
tissue between the counters is thus measured. The 
importance of accurate and symmetrical surface markings 
is pointed out. Normally the counting rate from such a 
core rises rapidly to an initial peak, falls slowly during 
the breath holding, and then more rapidly when the 
radioactive gas is washed out of the lungs by subsequent 
respirations. Measurement of the initial activity allows 
the relative ventilation of one core of lung tissue to be 
compared with another, while the fall of the counting 
rate per second (corrected for radioactive decay) measures 
the comparative oxygen uptake and can be used to assess 
relative blood flow. 

The radiation hazard in making repeated measurements 
in four zones of the lungs is small, being about 330 
millirads to the lungs and comparable to that in taking a 
chest radiograph. Because of the short half-life of 150 
the test can be repeated within a few minutes. In their 
discussion the authors stress the enormous advantage of 
being able to make regional assessments of pulmonary 
ventilation and blood-flow without any intubation of 
the patient, and present results to illustrate the use of 
the technique in a normal subject and in selected patients 
with abnormal lung function. P. Hugh-Jones 


429. The Limits of Efficiency of Manual Methods of 
Artificial Respiration. (Uber die Grenzen der Leistungs- 
fahigkeit manueller Beatmungsmethoden) 

H. Deutsche medizinische Wochenschrift 
[Dtsch. med. Wschr.] 85, 53-57, Jan. 8, 1960. 6 figs., 
25 refs. 


The author denies that the efficiency of a manual 
method of artificial respiration can be assessed on the 
basis of the volume of tidal air which it produces, since 
the figures (some of which he quotes) given in published 
tables comparing various rival methods vary from 
author to author. In his own investigations of several 
standard manual methods carried out on 5 subjects 
under precisely similar body conditions tomograms were 
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taken while the patients were conscious, (1) in maximum 
inspiration and expiration; (2) during passive inspira- 
tion and expiration carried out by various standard 
manual techniques of artificial respiration, and (3) during 
the above procedures, but with the subjects under nar- 
cosis after administration of a muscle relaxant drug. 
Tomography showed that whatever the manual method 
of artificial respiration employed the diaphragm remained 
almost stationary, that the thoracic movements were 
minimal when the respiratory muscles had lost their tone, 
and that the results obtained deteriorated in direct pro- 
portion to such loss of tone. The author therefore con- 
cludes that manual methods, even as first-aid measures 
in restoring respiration, are of such limited value in pre- 
venting anoxia and accumulation of carbon dioxide in 
the blood that they should no longer be taught, but 
should be replaced by instruction in insufflation methods, 
which are greatly superior in their efficiency in saving 
life. E. S. Wyder 


430. Investigations into the Efficiency of Manual Methods 
of Artificial Respiration. (Untersuchungen iiber die 
Wirksamkeit manueller Beatmungsmethoden) 

W. T. Utmer, W. Ey, D. HerserGc, G. REICHEL, and 
W. Scuwas. Deutsche medizinische Wochenschrift 
[Dtsch. med. Wschr.] 85, 58-62, Jan. 8, 1960. 7 figs., 
26 refs. 


On the basis of their investigations, carried out on 18 
subjects at the University of Heidelberg, the authors 
(members of the Silicosis Research Institute, Bochum) 
assert that the assessment of any method of artificial 
respiration depends not on the volume of tidal air it 
produces, but rather on the degree to which it stimulates 
alveolar ventilation. Their subjects, who were all candi- 
dates for laryngological operation under intubation 
anaesthesia, were given a muscle relaxant drug before 
being anaesthetized. Artificial respiration was then 
given by trained personnel by means of Thomsen’s, 
Holger-Nielsen’s, and Silvester’s method in different 
subgroups. In the first series of experiments the subjects 
were intubated, in the second they were not. In both 
series the oxygen saturation of arterial blood and the 
CO; tension in the alveolar air of the subject, and the tidal 
air volume, respiratory rate, and oxygen consumption of 
the resuscitator were recorded throughout; the values 
for the latter were approximately the same whichever 
manual method he employed. 

Of 4 intubated patients given artificial respiration by 
Thomsen’s method, 3 showed a dangerous fall in arterial 
oxygen saturation, with a corresponding rise in CO2 
tension. The authors consider that with this method 
large areas of the lung remain unventilated and there- 
fore did not use it in the second series. With Holger- 
Nielsen’s method all of 4 patients in the first series main- 
tained normal O, and CO, values, but these were not 


= 
re, 
| 
1 
= 
| 
{ 


maintained in any of the 3 non-intubated patients 
treated by this method. Silvester’s method was satis- 
factory in 3 out of 4 intubated cases, but it was as un- 
satisfactory as Holger-Nielsen’s in the non-intubated 
subjects. The authors consider that neither method is 
safe unless the air-passages are kept open artificially. 
This point was underlined by the findings in 8 patients in 
whom radiographs of the region involving the lower jaw 
and neck were taken first with the patient conscious 
and then when anaesthetized, and with the head (1) in 
flexion with the chin on the sternum, (2) in a position 
midway between flexion and extension, and (3) in full 
extension. The radiographs showed that the air- 
Passages were markedly narrower in the unconscious 
than in the conscious patient, and this held true in 
whichever position the head was placed. The authors 
state that by no manual method can a resuscitator 
working alone maintain adequate freedom of the air- 
ways in an unconscious person by keeping the subject’s 
head in the optimum position of extension with the chin 
well forward. 

While these tests showed that manual methods of 
artificial respiration did not entail excessive effort on the 


part of the resuscitator, in actual practice exhaustion is — 


found to occur rapidly in personnel working for long 
periods in unaccustomed postures unless they are 
specially trained for this task and of exceptional physical 
fitness. Because of the many unpredictable factors 
jeopardizing the success of manual methods of artificial 
respiration the authors advocate that these should every- 
where be replaced by some form of “‘ expired air inhala- 
tion ”’. E. S. Wyder 


431. Investigation into the Efficiency of Mouth-to-mouth 
Artificial Respiration. (Untersuchungen iiber die Wirk- 
samkeit der Mund-zu-Mund-Beatmung) 

W. T. Umer, W. Ey, D. HersBerG, G. REICHEL, and 
W. Scuwas. Deutsche medizinische Wochenschrift 


[Dtsch. med. Wschr.] 85, 63-67, Jan. 8, 1960. 4 figs., 
21 refs. 


From the results of further investigations [see Abstract 
430] carried out at the Silicosis Research Institute, 
Bochum, Germany, the authors are convinced that 
insufflation methods of artificial respiration are superior 
to any manual method since (1) they allow freedom of 
the hands to position the head correctly and thus reduce 
the relative stenosis of the air-passages which always 
occurs in the unconscious patient, whether he be in the 
prone or supine position; (2) their efficiency in maintain- 
ing adequate ventilation of the. lung can be directly 
assessed by watching the patient’s thoracic movements; 
(3) they require less physical effort than manual methods, 
and (4) they are more easily learned. They have also 
observed that the natural repugnance to direct mouth- 
to-mouth breathing is quickly overcome by the urgent 
desire to save life, while the occurrence of the hyperven- 
tilation syndrome in the resuscitator can be prevented by 
careful training. 

They then report the results of artificial respiration by 
mouth-to-mouth breathing or by a special apparatus, 
which is described, in 9 subjects who were anaesthetized 
L 
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after a muscle relaxant drug had been administered. 
In 4 cases the air-passages were kept patent by intuba- 
tion and in 5 by extension of the head towards the spine 
with the chin pulled well forwards. In all cases measure- 
ments of the oxygen saturation and alveolar CO> tension 
proved conclusively that the oxygen requirements of the 
patient were adequately maintained by “expired air 
inflation ” and that there need be no fear that this method 
will raise the CO2 concentration in the lungs to dangerous 
levels. The authors advise that the resuscitator carrying 
out the procedure should take in a quick, deep breath and 
at once blow in without an inspiratory pause so as to 
effect a minimal mixing of complementary and alveolar 
air and thus ensure that a maximum amount of oxygen 
is available to the patient. On the other hand there 
should be a pause after expiration so as to ensure that 
symptoms of the hyperventilation syndrome do not 
develop in the resuscitator. E. S. Wyder 


432. The Performance of Mouth-to-mouth Artificial 
Respiration by Different Methods. (Die Durchfiihrung 
der verschiedenen Mund-zu-Mund-Beatmungsmethoden) 
W. T. Uvmer, H. P. HArrFe_pt, and G. REICHEL. 
Deutsche medizinische Wochenschrift Dtsch. med. Wschr.] 
85, 67-70, Jan. 8, 1960. 6 figs., 10 refs. 


In this third study [see Abstracts 430 and 431] the 
authors have compared the results of artificial respiration 
carried out by insufflation of expired air through three 
channels—mouth-to-mouth, mouth-to-nose, and mouth- 
to-tube—in 8 anaesthetized subjects at the Silicosis 
Research Institute, Bochum. Measurements of arterial 
oxygen saturation and alveolar CO> tension gave almost 
identical values in all 3 variations of inflation. 

The authors sum up their experience with insufflation 
methods of resuscitation as follows. (1) Before any 
attempt at artificial respiration the buccal cavity must 
be cleared of any obstruction such as foreign bodies, 
persons rescued from drowning should be placed in the 
prone position and emptied of water by raising the pelvis, 
and haemorrhage must be controlled to avoid circulatory 
collapse. (2) Insufflation will only ventilate the lungs 
efficiently if the head is extended and kept in that position 
by pressure on the forehead with one hand while the 
other pulls the chin well forwards. (3) The patient’s 
thoracic movements must be watched to ensure that the 
air blown in inflates the lungs and not the stomach. 
(4) The resuscitator must blow in twice the minute volume 
of air required at rest in order to maintain the physio- 
logical levels of oxygen and carbon dioxide in the arterial 
biood of the patient. This can be achieved by a rate of 
20 deep breaths per minute expelled without delay into 
the victim’s lungs, as described above; his mouth, nose, 
or the tube is released at the end of inspiration and 
expiration occurs spontaneously as a result of the elas- 
ticity of the inflatedlung. (5) Development of the hyper- 
ventilation syndrome, the symptoms of which include 
vertigo, numbness and tingling of the skin chiefly in the 
hands, sweating, and nausea, can be prevented by not 
over-breathing, and the symptoms disappear rapidly if 
the resuscitator pauses occasionally for 15 to 30 seconds; 


the authors proved by tests on 4 subjects that provided 
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alveolar ventilation is adequate a pause of 30 seconds 
does not endanger the patient’s life. This pause may be 
used to summon further help, dress a wound, or to lift the 
victim into a position, for example, on to a table, in which 
it is possible to carry out the procedure in the sitting or 
standing position, which makes it easier than while lying 
on the ground beside the patient. (6) Lastly, the mouth- 
to-mouth method suffers from the double disadvantage 
of psychological repugnance to it and the relatively fixed 
and tiring position in which it must be performed. The 
mouth-to-nose variation is the best when the operator 
is single-handed, for inflation through the patient’s nos- 
trils is easy and effective. For the mouth-to-tube 
method the authors use an apparatus, which is described, 
consisting of a tube embedded in a rubber bridge for 
sealing off the patient’s lips; the expired air is blown in 
through the longer end, the shorter end being placed in 
the victim’s mouth to keep it open without danger of 
pressing the tongue backwards. The apparatus is simple 
and hygienic and has the advantage that direct contact 
with the patient’s mouth is avoided. Also it can be 
strapped to the neck to keep it in position during trans- 
port to hospital. E. S. Wyder 


433. Roentgenographic Determination of Total Lung 
Capacity: a New Method Evaluated in Health, Emphy- 
sema and Congestive Heart Failure 

H. J. BARNHARD, J. A. Pierce, J. W. Joyce, and J. H. 
Bates. American Journal of Medicine [Amer. J. Med.] 
28, 51-60, Jan., 1960. 7 figs., 12 refs. 


Previous methods for estimating the total lung capacity 
(T.L.C.) from the chest radiograph have usually depended 
upon measuring the area of the lung fields on a postero- 
anterior view and multiplying this by the measured 
postero-anterior diameter of the chest. These gave 
rather a crude approximation to the volume of the lungs. 
The authors, writing from Little Rock, Arkansas, describe 
a more precise method in which the volume of each lung 
is calculated as if it were composed of the sum of a number 
of horizontal slices each of elliptical shape. From this 
calculated volume are subtracted the volume of the heart, 
calculated as an ellipsoid, together with one-eighth of 
an appropriate ellipsoid to represent the volume occupied 
by the diaphragm. The relevant measurements for 
the calculation of the T.L.C. in this way are obtained 
from a 6-foot (1-8-metre) postero-anterior and a left 
lateral well-penetrated radiograph. The measurements 
and calculations are said to take about half an hour. 

The results obtained by this radiological measure- 
ment of the T.L.C. were compared with the gasometric 
measurement of T.L.C. using the nitrogen wash-out 
method of determining function residual capacity in 74 
subjects representing four different groups as’ follows: 
21 healthy young subjects, 25 healthy old subjects, 16 
patients with congestive heart failure, and 12 patients 
with emphysema. In the first three groups the cor- 
relation between results of the two methods was high 
(r=0-88, 0-88, and 0-87 respectively), but it was much 
lower in the group of subjects with emphysema (r=0-43). 
In this last group the mean T.L.C. value was 0-81 litre 
more by the radiographic than by the gasometric method. 
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This difference appears to result from errors in measure- 
ment of the residual volume by nitrogen dilution in 
emphysema, ‘which are caused by mixing inequalities 
and gas trapping within the lung. Thus the relationship 
between the T.L.C. determined by the radiographic 
method and that determined by the whole-body plethys- 
mograph is much closer. P. Hugh-Jones 


434. Physiologic Dead Space in the Hamman-Rich 
Syndrome: Physiologic and Clinical Implications 

R. A. B. HOLLAND. American Journal of Medicine 
[Amer. J. Med.] 28, 61-68, Jan., 1960. 3 figs., 22 refs. 


In this study, reported from the University of Sydney, 
New South Wales, the physiological dead-space for 
carbon dioxide was measured in 5 patients with radio- 
logical and clinical evidence of diffuse interstitial fibrosis 
of the lungs (the Hamman-Rich syndrome) for which 
no definite cause could be found. The histopathology 
of the lung in 4 cases is presented. The arterial pCO>, 
calculated from measurements of the CO content and 
PH of samples of blood from the brachial artery, was 
taken to represent the mean alveolar pCO2 when calcu- 
lating the dead-space from the Bohr equation. The . 
physiological dead-space at rest was raised in 3 of the 
patients, and the dead-space:tidal-volume ratio was 
raised in all 5. After exercise the dead-space increased 
greatly, but its ratio to tidal volume showed no change 
from the excessive ratio at rest. The author regards the 
increased physiological dead-space as depending upon 
ventilation of poorly perfused alveolar spaces and to be 
attributable to the focal emphysema found in the histo- 
pathology in such cases. 

He then proceeds to discuss in detail the meaning of 
** physiological dead-space”” and the need to define it 
in terms of arterial blood gas tensions rather than in those 
of alveolar gas tensions, since the term itself implies an 
inability to get a representative sample of alveolar gas. 
He concludes that the increased dead-space found in 
cases of this type indicates that only about half of the 
ventilatory volume comes into effective capillary contact 
for the transfer of oxygen or carbon dioxide and that 
this partly accounts for the resting hyperventilation seen 
in such patients. Further, he considers that end-tidal 
sampling or the assumption of a dead-space is un- 
justified in obtaining values for alveolar pCO2 when 
measuring the diffusing capacity of these patients by the 
steady-state method. P. Hugh-Jones 


435. Blood Ammonia in Chronic Pulmonary Emphysema 
R. DuTTON Jr., W. NicHoras, C. J. Fisher, and A. D. 
RENZETII Jr. New England Journal of Medicine [New 
Engl. J. Med.| 261, 1369-1373, Dec. 31, 1959. 1 fig., 
23 refs. 


At the Veterans Administration Hospital (State Uni- 
versity of New York) the authors have determined the 
blood ammonia level in 34 patients with chronic pul- 
monary emphysema, but without clinical evidence of 
liver disease or of congestive heart failure. “‘ Brom- 
sulfalein”’ excretion was also studied in 28 of these 
patients, and in addition 12 of them underwent full tests 
of respiratory function. 
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In 17 of the patients an abnormally high blood 
ammonia level was found. This bore no relation to the 
level of bromsulfalein excretion, but was related to pul- 
monary function in that the blood ammonia level was 
normal in 3 patients with oxygen saturation above 92°% 
after standard exercise, but abnormal in 8 of 9 patients 
in whom arterial oxygen saturation was below 92%. 
There was also some suggestion of a direct correlation 
between pulmonary ventilation and calculated arterial 
ammonia concentration. The authors consider it pos- 
sible that in these patients the chronic severe arterial 
hypoxia resulting from the emphysema may interfere 
with the capacity of the liver to metabolize ammonia 
without affecting its capacity to excrete bromsulfalein. 
They reject the alternative views that the raised serum 
ammonia levels are caused by portal-systemic shunting 
or by the increased muscular work of breathing due to 
emphysema. Bernard Isaacs 


436. Exacerbations of Chronic Bronchitis—Treatment 
with Oxytetracycline 

D. G. Berry, J. Fry, C. P. Hinpiey, J. M. Hopson, 
E. J. Horper, J. P. Horper, E. A. W. Marien, J. N. 
Rea, A. Rye, M. P. Curwen, and A. J. H. TOMLINSON. 
Lancet [Lancet] 1, 137-139, Jan. 16, 1960. 1 fig., 14 refs. 


A double-blind controlled trial of oxytetracycline in 


mild or moderately severe exacerbations of chronic bron- - 


chitis is described. The trial was carried out by a group 
of general practitioners on a total of 58 patients. Treated 
patients recovered sooner and deteriorated less often 
than the controls. This advantage is statistically signifi- 
cant for patients with moderately severe attacks but not 
for those with mild attacks.—[Authors’ summary.] 


437. Chemotherapy in Chronic Bronchitis: Influence of 
Daily Penicillin and Tetracycline on Exacerbations and 
Their Cost 

R. S. Francis and C. C. Spicer. British Medical 
Journal (Brit. med. J.| 1, 297-302, Jan. 30, 1960. 15 refs. 


In a double-blind controlled trial conducted on behalf 
of the Chronic Bronchitis Committee of the British 
Tuberculosis Association to determine the value of 
prophylactic chemotherapy in chronic bronchitis small 
daily doses of phenoxymethylpenicillin (penicillin V), 
tetracycline, or a placebo were given to a total of 252 
patients at 16 different chest clinics in England and 
Scotland during the months of January to April, 1959, 
inclusive. In all, 226 cases were included in the final 
assessment after allowing for deaths and defaulters. 
The total daily dose per patient was 500 mg. of tetra- 
cycline or 1 mega unit of penicillin. The generally 
accepted criteria for the selection of bronchitic patients 
suitable for such trials and formulated by Elmes et al. 
(Brit. med. J., 1957, 2, 1272; Abstr. Wid Med., 1958, 23, 
441) were adopted. The patients were allotted at ran- 
dom to the three treatment groups from a single centre. 
There were no statistically significant differences between 
the groups in respect of characteristics that might con- 
ceivably influence the results. 

The best basis of assessment of the results was found to 
be the average number of days lost from work during 


the period of trial. Both antibiotics approximately 
halved the time off work compared with the placebo, 
there being no significant difference between their efficacy 
in this respect. The same result was obtained whether all 
226 patients or only the 185 who remained under con- 
tinuous observation throughout the trial were con- 
sidered. Against this result must be set the finding that 
neither antibiotic reduced the number of attacks of bron- 
chitis per patient. The average loss of wages to the 
patient is closely linked to the loss of time from work 
and, as was to be expected, was half as much or less in 
the two treatment groups as in the control group. How- 
ever, if to the loss of earnings is added the cost of the 
drugs used the average net cost of treatment was highest 
(about £50) in the tetracycline-treated group, second 
highest (£40) in the control group, and lowest (£30) in 
the penicillin-treated group. 

It is considered that as neither drug in the dosage 
used could have exerted any effect on Haemophilus 
influenzae the benefits derived from this particular treat- 
ment schedule were due to the shortening of pneumo- 
coccal exacerbations, and that tetracycline used in higher 
doses might produce better results. However, it has 
become evident that routine therapy with tetracycline in 
the manner and dosage used in this trial is unjustified in 
view of the high cost. It is admitted that the lack of bac- 
teriological control of the trial makes interpretation of 
the results speculative. K. Zinnemann 


438. Involvement of the Pulmonary Veins by Broncho- 
genic Carcinoma 

K. F. W. Hinson and H. C. Nout. British Journal of 
Diseases of the Chest (Brit. J. Dis. Chest] 54, 54-58, Jan., 
1960. 2 figs., 16 refs. 


At the London Chest Hospital the authors investigated 
the incidence and methods of pulmonary-vein involve- 
ment by bronchogenic carcinoma. In 211 pneumon- 
ectomy or lobectomy specimens which had been resected 
for bronchial carcinoma the pulmonary veins were opened 
along their course and sections prepared if thrombosis or 
intimal roughness was found in the region of the growth. 
Invasion was demonstrated in 34% of the specimens, 
most frequently in cases of oat-cell tumour (6 out of 10). 
In all cases the greater the extent of growth, the more 
likely was venous involvement. Using a special injec- 
tion technique to trace invasion of smaller branches 
invisible to the naked -eye, the authors demonstrated 
involvement in 40 out of 43 cases. 

Of the 211 patients, 132 were followed up for 3 years 
or more. In those whose pulmonary veins were shown 
to be involved on dissection the survival rate was 30% 
compared with 44-5°% in those without such involvement. 
The survival rate in those with involvement of the medias- 
tinal lymph nodes as well as the pulmouary veins was 
only 19%. B. Golberg 


439. Extrapulmonary Manifestations of Bronchogenic 
Carcinoma. [Review Article] 

J. H. KNow.es and L. H. SmitH Jr. New England 
Journal of Medicine [New Engl. J. Med.| 262, 505-510, 
March 10, 1960. Bibliography. 
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440. Renal Abnormalities in the Marfan Syndrome 

L. W. LouGuripGe. Quarterly Journal of Medicine 
(Quart. J. Med.) 28, 531-544, Oct., 1959 [received March, 
1960]. 9 figs., 38 refs. 


It is being increasingly recognized that involvement 
of the genito-urinary system in patients with the Marfan 
syndrome is not uncommon. Two such patients, one 
with polycystic kidneys and the other with bilateral 
chronic pyelonephritis and unilateral hydronephrosis, 
were described by the author with others in 1957 (Booth 
et al., Brit. med. J., 2, 80) and in this further paper from 
the Postgraduate Medical School of London she reports 
8 more cases of Marfan’s syndrome in which there was 
‘renal involvement. Of these patients 4 presented with a 
clinical picture of chronic pyelonephritis with hyperten- 
sion. Intravenous pyelography revealed that in 3 of 
this group there was bilateral clubbing of the renal 
calyces, while poor dye excretion by the left kidney was 
found in the fourth. A fifth patient had chronic pyelo- 
nephritis with hypertension and an ectopic left kidney 
lying in the pelvis at the lower margin of the left sacro- 
iliac joint. Each of the 3 remaining patients had a double 
right kidney and ureter, and clinically were suffering 
from recurrent unilateral acute pyelonephritis, chronic 
pyelonephritis with hypertension, and acute oliguric 
renal failure following abortion respectively. In all 
but this last patient the renal condition was associated 
with hypertension or renal failure, or both. Inquiry 
showed that renal lesions had occurred in close relatives 
of 2 of the patients. The case histories are presented in 
full. 

To the known congenital renal defects which occur in 
Marfan’s syndrome may be added in other cases a 
congenital factor predisposing to renal infection. It is 
therefore suggested that patients with the syndrome and 
their affected relatives should be investigated for renal 
disease, since an unsuspected renal lesion susceptible to 
treatment may be revealed. The syndrome should also 
be borne in mind when ny obscure renal 
conditions. David Phear 


441. The Effect of 17-a-Ethyl-19-nortestosterone on 
Serum Albumin and Serum Lipid Concentration in Neph- 
rotic Syndrome. [In English] 

S. Gsorup and O. Munck. Acta medica Scandinavica 
[Acta med. scand.} 165, 453-458, 1959. 21 refs. 


It is known that the decrease in the serum albumin 
concentration in the nephrotic syndrome is due not only 
to loss of albumin in the urine, but also to increased cata- 
bolism of albumin. In an effort to counteract the latter 
factor the authors, at Rigshospitalet, Copenhagen, ad- 
ministered norethandrolone (“ nilevar”’) to 5 patients 
aged 8 to 62 years suffering from the nephrotic syndrome, 
which was due to chronic glomerulonephritis in 3 and 


to lead poisoning (probably) in one; in the fifth case 
the aetiology was unknown. 

In all 5 cases the serum albumin level fell and oedema 
increased in spite of a positive external nitrogen balance. 
In 3 cases the hyperlipaemia was further increased, and 
liver function was therefore studied in the remaining 2 
cases. It was found that norethandrolone led to an 
increase in ** bromsulphalein ” retention and to increased 
glutamic oxalacetic and glutamic pyruvic transaminase 
activity in the serum, but the serum bilirubin level 


remained unchanged. 


Impairment of liver function in patients treated with 
norethandrolone has previously been reported, and the 
present finding of a reduction in serum albumin level 
supports the contention that in the nephrotic syndrome 
the liver is synthesizing albumin at virtually maximum 
rate. T. B. Begg 


442. The Prognosis of Lipoid Nephrosis Treated with 
Steroid Hormones in Repeated and Prolonged Courses. 
(Le pronostic de la néphrose lipoidique traitée par les 
hormones stéroides en cures discontinues et prolongées) 
R. Pacurout, E. and E. LAVAGNA. Archives 
frangaises de pédiatrie [Arch. frang. Pédiat.| 16, 915-918, 
1959. 


During a period of 6 years 41 children suffering from 
lipoid nephrosis treated at the Paediatric Clinic of the 
University of Modena were given prolonged intermittent 
corticosteroid therapy in high doses. There were 30 
boys and 11 girls, of whom 34 were between 18 months 
and 12 years of age on admission; 36 had uncomplicated 
nephrosis and 5 had nephritis as well. The doses em- 
ployed were as follows: intramuscular ACTH (corti- 
cotrophin) 5 to 8 units per kg. body weight; intravenous 
ACTH 1 to 2 units per kg. (by slow drip infusion); 
prednisone or prednisolone 2 to 3 mg. per kg. or dexa- 
methasone 0-2 mg. per kg., all daily. [These doses are 
substantially higher than are generally used in Great 
Britain.] These drugs were given in cycles, the first 
lasting 8 to 12 days and later ones 3 to 6 days, for an ~ 
average of 8 to 10 cycles, with treatment-free intervals 
of 4 to 10 days. Each cycle was interrupted after good 
diuresis had occurred. The treatment was continued 
for 6 months after all clinical and laboratory evidence of 
nephrosis has subsided. Triamcinolone was only occa- 
sionally used and offered no apparent advantages. , 

Of the 41 children treated, 34 recovered (follow-up 
34 to 54 years), 2 are stillill, and 5 (12%) died. Twelve 
survivors have been well for over 2 years and are 
considered to have recovered; 10 with a shorter follow- 
up are in remission, but 12 are being treated again because 
of recurrent proteinuria. Renal failure was the cause of 
death in 3 cases and bronchopneumonia in 2. Full 
relapse occurred in 6 patients. The longest period be- 
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tween apparent complete recovery and relapse was 20 
months. No serious toxic side-effects were observed, 
but Cushingoid obesity was common. This feature 
disappeared after stopping treatment. 


It is considered that the steroid treatment of nephrosis _ 


is a major therapeutic advance which has reduced mor- 
tality from between 50 and 80% to 15 to 20%. Early 
treatment gives the best results. The association of 
nephritis with nephrosis was an unfavourable feature in 
these cases. John Lorber 


443. Management of the Nephrotic Syndrome with 
Particular Reference to the Use of Triamcinolone 
C. W. DAESCHNER, W. F. DopaGe, and L. L. Hitt. 


Journal of Pediatrics {J. Pediat.| 56, 48-60, Jan., 1960. 
16 refs. 


The response to triamcinolone in 46 patients with the 
nephrotic syndrome (one patient aged 37 years and the 
remainder aged 3 months to 13 years), who were observed 
for periods up to 2 years, is described in this paper from 
Baylor University College of Medicine, Houston, Texas. 
Triamcinolone, which was chosen because of its consider- 
able anti-inflammatory activity and relatively little in- 
fluence on electrolyte metabolism, was given in a dosage 
of 40 to 70 mg. per square metre body surface daily until 
proteinuria had ceased for 3 days. This dosage was then 
gradually reduced to 20 to 30 mg. per square metre body 
surface per day given on the same 3 consecutive days 
each week for a period of 5 to 9 months. Phenoxy- 
methylpenicillin in a dosage of 125 mg. daily was adminis- 
tered prophylactically for about one year after the pro- 
teinuria had ceased. 

The patients were divided into 5 groups on the basis of 
certain criteria, including duration of illness, previous 
treatment, presence of hypertension, and evidence of 
reduced renal function. Group 1 included 13 males 
and 9 females with an average duration of illness of 6 
weeks; a protein-free urine was achieved after 5 to 12 
days’ treatment (mean 8 days) and remained normal in 
18 patients. Group 2 contained 6 males and 1 female, 
all of whom had previously been included and treated in 
Group 1 and had had a recurrence of proteinuria; the 
response to further treatment with triamcinolone was 
satisfactory. Group 3 contained 4 males and 4 females 
with an average duration of illness of 10 months, none 
of whom had received steroid therapy at the onset of the 
illness; 5 had massive oedema and proteinuria. The 
response to triamcinolone was prompt in 6 patients, 
delayed in one, and unsuccessful in one. Group 4 
included 8 males and 4 females with an average duration 
of illness of 2 years 9 months, all of whom had received 
prompt steroid therapy initially and subsequently, but 
had failed to respond. None in this group was free from 
proteinuria after treatment with triamcinolone. Group 
5 contained 4 males with average duration of the 
nephrotic syndrome of 2 months to 4 years, all of whom 
had hypertension. They received a total of 6 periods of 
treatment, but none showed any response. 

Triamcinolone had little effect on electrolyte meta- 
bolism, and the rise in blood pressure and increase in 
weight were not excessive except in Group 5. The 
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glomerular filtration rate and tubular excretory capacity 
were estimated in 9 cases and found to be abnormal in one 
in Group 4 and one in Group 5. Examination of 
percutaneous renal biopsy specimens in 24 cases showed 
that, in general, patients with minimal thickening of the 
renal basement membrane responded quickly to steroids, 
but those with marked glomerular hyalinization did not 
benefit from this treatment. R. M. Todd 


444. Anaemia in Bright’s Disease 

D. VeREL, A. TURNBULL, G. R. TupHope, and J. H. 
Ross. Quarterly Journal of Medicine (Quart. J. Med.| 
28, 491-504, Oct., 1959 [received March, 1960]. 4 figs., 
32 refs. 


In this study of the nature of the anaemia in Bright’s 
disease, carried out at the London Hospital and later at 
Sheffield University on 40 cases of this disease, erythrocyte 
volume and survival time were estimated by means of the 
radioactive isotopes of phosphorus and chromium. The 
figures obtained for blood volume by direct measurement 
were compared with the predicted volumes calculated 
from the patient’s bodily measurements when free of 
clinical oedema. 

Of 6 patients with acute nephritis of Type 1, all of 
whom were originally oedematous, the anaemia in one 
was due to an increase in plasma volume and in one to 
iron deficiency, while in the remaining 4 it resulted from 
a significant fall in erythrocyte volume attributable to 
the arrest of erythropoiesis; in all 6 cases the erythrocyte 
survival time was normal. In 2 patients with early Type- 
2 nephritis the total blood volume was normal, while the 
haematocrit reading varied with the erythrocyte volume, 
suggesting that changes in plasma volume occurred in 
compensation for changes in erythrocyte volume. In 
17 patients with slowly progressive nephritis the erythro- 
cyte volume, which was lower than normal, remained at 
a constant level, the haematocrit value providing a fair 
index of the degree of anaemia. In 9 severely anaemic 
patients with terminal nephritis the erythrocyte volume 
fell rapidly, and the anaemia was accounted for by pro- 
gressive arrest of erythropoiesis; in 5 of these patients 
the erythrocyte survival time was shortened, but not 
sufficiently to account for the decline in the erythrocyte 
volume. 

The authors note that a shortened erythrocyte survival 
time was not associated with any particular. variety of 
Bright’s disease or with the state of renal function, but 
occurred most frequently in the terminal phase and was 
often associated with malignant hypertension. Cardiac 
failure, which occurred in 3 patients, caused a rise in 
plasma volume with a> consequent relative apparent 
anaemia, and in 2 of these patients a fall in the level of 
circulating radioactive chromium. Correction for hae- 
modilution, however, showed that erythrocyte survival 
was not shortened. J. L. Markson 


445. Acute Renal Failure. [Review Article] 
S. S. FRANKLIN and J. P. MERRILL. New England Journal 
of Medicine [New Engl. J. Med.) 262, 711-718, April 7, 
1960, and 761-767, April 14, 1960. Bibliography. 
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446. Investigation of Hyperparathyroidism in the Ab- 
sence of Bone Disease 

R. D. Hype, R. V. Jones, R. R. McSwiney, and F. T. G. 
Prunty. Lancet [Lancet] 1, 250-255, Jan. 30, 1960. 
2 figs., 25 refs. 


At St. Thomas’s Hospital, London, the authors have 
investigated means of distinguishing patients suspected of 
suffering from hyperparathyroidism and in whom there 
was no evidence of bone disease, the subjects studied 
falling into four groups: (1) 7 patients with surgically 
proven hyperparathyroidism, 6 of whom presented with 
renal calculi; (2) 10 patients with calcareous renal 
calculi who were comparable in age and renal function 
with those in Group 1 and who were considered to be 
free of hyperparathyroidism; (3) 3 patients with idio- 
pathic hypercalciuria with no evidence of hyperpara- 
thyroidism; and (4) a miscellaneous group consisting of 
2 patients with idiopathic phosphaturia, 3 ‘“ normal ”’ 
hospital patients, and 2 with acromegaly. In these four 
groups the authors measured the renal phosphorus 
threshold, together with estimations of the levels of 
serum calcium, plasma ionized calcium, plasma phos- 
phorus, and plasma creatinine. 

From the results, which are tabulated, they conclude 
that determination of the theoretical renal phosphate 
threshold is the most useful single measurement for 
revealing the presence of hyperparathyroidism, in which 
it is abnormally low. They also make the point that the 
method is much quicker, from the patient’s point of 
view, than studying the effect of a low-calcium or low- 
phosphate intake, since in in-patients the whole investiga- 
tion may be completed within 24 hours. 

J. Warwick Buckler 


447. Renal Excretion of Phosphorus and Hypophos- 
phataemia after Parathyroidectomy 

M. Harrison and B. E. C. Norpin. British Medical 
Journal (Brit. med. J.) 1, 245-249, Jan. 23, 1960. 7 figs., 
15 refs. 


In an attempt to elucidate the cause of the hypophos- 
phataemia which persists in some patients after para- 
thyroidectomy the authors, working at the Postgraduate 
Medical School of London and the Western Infirmary, 
Glasgow, have studied the renal phosphate excretion 
before and after parathyroidectomy in 7 patients (5 
female and 2 male) with hyperparathyroidism due to 
parathyroid adenoma; in 5 there were obvious bone 
changes and 2 showed evidence of impaired renal func- 
tion. Parathyroid function was measured by estimating 
the urinary excretion of phosphate in a 2-hour collection 
of urine, while a sample of plasma was obtained about 
half-way through the period, the subjects being in a 
fasting state. From the values for creatinine and phos- 
phate contents of the urine and plasma the phosphate: 
creatinine clearance ratio was calculated and then cor- 


rected for the plasma phosphate level. The deviation of 
the observed phosphate:creatinine clearance ratio from 
the theoretical clearance ratio is called the phosphate 
excretion index (P.E.I.). This was estimated at least 
twice preoperatively, once daily immediately after opera- 
tion, and subsequently less frequently until normal levels 
were obtained. 

Preoperatively all 7 patients had hypercalcaemia and 
abnormally high levels of phosphate clearance. Immedi- 
ately after operation the P.E.I. returned to normal, to- 
gether with the serum calcium level, but the plasma phos- 
phate level remained low. Several days postoperatively, 
however, the P.E.I. in 5 of the 7 patients rose to high 
levels, and there was a similar trend in a 6th case without 
further change in the serum calcium and phosphate 
levels. It is suggested that this may indicate a phase of 
secondary hyperparathyroidism due to the rapid fall in 
the serum calcium concentration, the extent of this phase 
depending upon the severity of the bone disease and the 
duration of the primary hyperparathyroidism. 

B. M. Ansell 


448. Studies in Man on Hyper- and Hypoaldosteronism 
S. R. Hit Jr., J. F. Nickerson, S. B. CHENAULT, 
J. H. McNett, W. R. STARNEs, and M. C. GAUTNEY. 
A.M.A. Archives of Internal Medicine [A.M.A. Arch. 
intern. Med.} 104, 982-994, Dec., 1959. 11 figs., 35 refs. 


Although increased aldosterone excretion is not neces- 
sarily the primary cause of sodium and water retention 
in patients with oedema, it is the ‘“ one constant find- 
ing’; it occurs secondarily in cases of congestive heart 
failure, cirrhosis of the liver, and nephrosis. Inhibitors 
of adrenal cortical activity and peripheral antagonists 
of aldosterone have been tried in an attempt to control 
these aspects of oedema. In this paper from the Uni- 
versity of Alabama Hospital and the Veterans Adminis- 
tration Hospital, Birmingham, Alabama, the authors 
describe the results obtained with the adrenal inhibitor 
amphenone B (3:3 - bis[p - aminopheny]] - 2 - butanone) 
in 5 critically ill patients with secondary aldosteronism 
due to the Kimmelstiel-Wilson syndrome in one, con- 
gestive heart failure in 2, and cirrhosis of the liver in 2. 
Amphenone was poorly tolerated by the patients with 
severe liver disease, but small amounts were given to the 
others without toxic effects and resulted in a clinical 
remission which began 10 days after the start of treat- 
ment. The aldosterone level in the urine, which was 
high, became normal and glucocorticosteroid suppression 
occurred. Amphenone induced a sodium and water 
diuresis in the patient with nephrosis, but not in the 2 
patients with congestive heart failure. 

Observations are also reported on a case of primary 
hyperaldosteronism with persistent hypertension and one 
of probable primary hypoaldosteronism; full details of 
the various tests carried out in the latter case are given. 

M. C. G. Israéls 


142 


. . 
|| 
= 


449. Klinefelter’s Syndrome: Clinical and Hormonal 
Aspects 

J. S. S. Srewart, W. S. Mack, A. D. T. Govan, M. A. 
FERGUSON-SMITH, and B. LENNOx. Quarterly Journal of 
Medicine (Quart. J. Med.| 28, 561-571, Oct., 1959 
{received March, 1960]. 2 figs., 28 refs. 


Patients attending the Western Infirmary, Glasgow, 
for investigation of subfertility provided three groups of 
16 men, whose ages ranged from 26 to 42: (1) patients 
with Klinefelter’s syndrome in whom the diagnosis was 
established by the demonstration of sex chromatin in 
oral mucosal smears; (2) similar patients who were 
chromatin-negative and were diagnosed by testicular 
biopsy; and (3) men with normal sperm counts (whose 
wives were subfertile) as controls. The histories and 
clinical findings in these groups are compared, those 
features which could not be measured being graded 
according to defined scales. 

There was no difference in the incidence of illness 
possibly causing testicular atrophy, in mean age at which 
shaving began, in mean arm span, or in mean crown-to- 
pubis length between the three groups. Compared with 
the controls, the other two groups had significantly 
smaller testes, lower sperm counts, less abdominal hair, 
and a higher output of follicle-stimulating hormone in 
the urine. The chromatin-positive cases differed from 
the controls also in shaving less often and having less 
facial hair and in having more gynaecomastia; they 
differed from both control and chromatin-negative groups 
in having longer legs (greater height and sole-to-pubis 
length, less excess of span over height) and smaller 
prostates; they had even smaller testes than the chro- 
matin-negative group. The urinary output of 17-keto- 
steroids and oestrogens, where measured, was normal. 
Among the chromatin-negative cases there were no 
apparent differences between the 9 with “‘ typical” 
histological changes (fibrosis and hyalinization of semi- 
niferous tubules) and the 7 with absence of germ cells 
(“‘ del Castillo’ group). The authors suggest that they 
form a relatively homogeneous group, distinct from the 
chromatin-positive group, but comparable with them and 
not less common. , G. C. R. Morris 
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450. Occult Papillary Carcinoma of the Thyroid Gland: 
a Study of 140 Cases Observed in a 30-year Period 

L. B. M. L. Lemmon, O. H. BEAnHrRs, B. M. 
Brack, and F. R. KEATING Jr. Journal of Clinical 
Endocrinology and Metabolism [J. clin. Endocr.| 20, 89- 
105, Jan., 1960. 9 figs., 7 refs. 


The authors report a follow-up study of 140 patients 
with clinically occult papillary carcinoma of the thyroid 
gland treated surgically at the Mayo Clinic over a 30- 
year period. In 58 of these cases operation was per- 
formed because of metastasis in lymph nodes, but no 
patient was found to have generalized metastases. Of 
this group, 4 patients have died from causes unrelated to 
the thyroid carcinoma, the remainder being still alive 
without any evidence of carcinoma 3 to 32 years after 
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operation. In the remaining 82 patients without lymph- 
node metastasis the condition was discovered at operation 
for other thyroidal disorders. Of this group, 11 are dead 
from causes other than thyroid carcinoma and the 
remainder are living after various periods up to 30 years. 
In none is either local or generalized metastasis known 
to have developed. No histological differences could 
be established in the degree of invasiveness of the tumour 
as between the two groups. 

The authors comment on the complete absence of 
proved distant metastases in patients with occult intra- 
papillary carcinoma of the thyroid gland. Comparison 
with the course of the disease in patients not subjected 
to operation on the thyroid suggests that these tumours 
are basically different in their behaviour from ordinary 
papillary carcinoma. Of 6 such patients who were not 
operated on, 5 were traced after periods ranging up to 32 
years and no further recurrence or metastasis was demon- 
strated. Although all 5 had received radiotherapy, the 
dose of irradiation by present-day standards in 3 of these 
cases was hardly within the therapeutic range, suggesting 
that minimal doses of radium or x-ray treatment are 
sufficient to destroy the potential of this carcinoma for 
further growth and metastasis. . I. McLean Baird 


451. The Effects of Thyrotoxicosis upon the Metabolism 
of Calcium, Phosphorus, and Nitrogen 

P. B. Cook, J. R. Nassim, and J. Couns. Quarterly 
Journal of Medicine {Quart. J. Med.| 28, 505-529, Oct., 
1959 [received March, 1960]. 9 figs., 38 refs. 


In view of the known importance of endocrine influ- 
ences on the skeleton the authors have carried out balance 
studies of calcium, phosphorus, and nitrogen in 9 patients 
(6 women and 3 men aged 16 to 57) with thyrotoxicosis 
under treatment at the Royal National Orthopaedic 
Hospital (Institute of Orthopaedics), London. A con- 
stant pattern of severe disturbance in bone metabolism 
was found. Thus all the patients were in negative 
calcium balance, showing daily losses ranging from 125 
to 800 mg.; in 7 of them more than 250 mg. of calcium 
was excreted in the urine daily, while the amount excreted 


' in the faeces was high, approaching the dietary intake in 


5 cases and exceeding it in 4. The serum calcium level, 
however, was normal. In all but one of the patients 
faecal excretion of fat was more than 5 g. daily while 
taking a normal mixed diet. The phosphorus balance 
was variable; the serum inorganic phosphorus level was 
raised, as was also that of alkaline phosphatase. The 
nitrogen balance was positive in 7 patients. After treat- 
ment with radioactive iodine in one case and methyl- 
thiouracil in the remaining 8 the serum alkaline-phospha- 
tase level rose further, but the other abnormalities were 
corrected. In all except 3 cases of short duration bone 
biopsy examination revealed osteoporosis, but there was 
no evidence of excessive bone destruction. 

It has been suggested that the loss of the protein matrix, 
together with secondary calcium loss, is the basic bone 
disturbance in thyrotoxicosis. However, the finding of 
a positive nitrogen balance in the present patients would 
indicate that this does not occur. Also the administra- 
tion of methyl androstenediol to 2 of the patients in 
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negative nitrogen balance resulted in nitrogen retention 
but did not affect the negative calcium balance. Neither 
was calcium loss affected by administration of calciferol, 
indicating that the absorption of vitamin D is not at 
fault. Brief notes on the 9 cases are provided in an 
appendix to the paper. David Phear 


452. Objective Psychologic Assessment of the Thyro- 
toxic Patient and the Response to Treatment: Preliminary 
Report 

L. R. Rospins and D. B. Vinson. Journal of Clinical 
Endocrinology and Metabolism [J. clin. Endocr.| 20, 
120-129, Jan., 1960. 9 refs. 


From the University of Texas Postgraduate School of 
Medicine, Houston, the authors report the results of 
three objective psychological tests to which 10 patients 
(7 of them women) with thyrotoxicosis were subjected 
before and during treatment. There was a significant 
correlation (r=0-56) between the psychometric test result 
and the clinical assessment of the degree of thyrotoxicosis. 
Before treatment these patients did not differ psycho- 
metrically from patients with structural or physiological 
changes in the brain. They tended to worry about 
humiliating experiences and were troubled with feelings 
of inferiority or self-consciousness. They were emotion- 
ally labile, their problem-solving times were increased, 
they made more errors than normal subjects, and set 
themselves goals which were unrealistic. After treat- 
ment these thyrotoxic patients showed similar results to 
those of normal control subjects and especially those with 
“somatization and obsessive-compulsive. reactions . . . 
who when under stress tend to internalize their conflicts 
and frustrations ”’. 

The authors conclude that “‘ thyrotoxicosis is a meta- 
bolic disease manifested by impaired psychobiologic 
integration, involving particularly the autonomic sys- 
tem ”’, and that up to the present the role of the person- 
ality in the aetiology of thyrotoxicosis has been over- 
stressed. A. Gordon Beckett 


453. Thyroid Acropachy 


T. M. D. Gmette. Lancet (Lancet) 1, 22-24, Jan. 2,, 


1960. 2 figs., 12 refs. 


The author describes from St. Thomas’s Hospital, 
London, 6 cases of the rare disorder of thyroid acropachy. 
In this condition the changes consist in clubbing of the 
fingers and toes, periosteal bone formation involving the 
phalanges and other distal long bones, and swelling of 
the soft tissues of the extremities, especially those over- 
lying the affected bones. These changes are usually 
only part of a syndrome, the other components of which, 
in order of onset, are hyperthyroidism, exophthalmos, 
and pretibial myxoedema; acropachy, which is the final 
symptom, has been reported as appearing at intervals 
varying from a few weeks to 28 years after the hyper- 
thyroidism has been treated; it rarely accompanies active 
hyperthyroidism. The great majority of reported cases 
have been in males, though 5 of the present 6 cases were 
in women, aged from 36 to 62. The estimated incidence 
of acropachy is 1°% of all cases of hyperthyroidism. Its 
cause is unknown. D. G. Adamson 
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454. Response of the Thyroid Gland to Thiocyanate and 
Thyrotropin 
M. L. Mircuertt and M. E. O’Rourke. Journal of 
Clinical Endocrinology and Metabolism [J. clin. Endocr. 
20, 47-56, Jan., 1960. 4 figs., 14 refs. 


Working at the Lemuel Shattuck Hospital (Tufts 
University School of Medicine), Boston, the authors have 
investigated the mechanism by which thiocyanate inhibits 
thyroid function, 15 euthyroid convalescent patients 
and 3 hyperthyroid patients being studied both before 
and during administration of potassium thiocyanate. In 
the euthyroid subjects the uptake of radioactive iodine 
(431]) by the thyroid gland was depressed or inhibited 
when the serum thiocyanate level reached 5 mg. per 100 
ml. In the hyperthyroid patients, however, it was found 
impossible to inhibit the uptake of 13!I completely even 
with very high serum thiocyanate levels. 

On stimulation with thyrotrophin measurable incre- 
ments in the uptake of 1311 were noted in the euthyroid 
group, but in contrast the hyperthyroid group failed to 
show this response. The implications of this failure of 
response to thyrotrophin in hyperthyroid individuals are 
discussed, and it is suggested that in such patients the 
thyroid iodine-collecting mechanism may already be 
functioning maximally. I. McLean Baird 


455. Effect of Pretreatment with Methylthiouracil on 
Results of Therapy 

J. Crooks, W. W. BuCHANAN, E. J. Wayne, and E. 
MACDONALD. British Medical Journal [Brit. med. J.| 1, 
151-154, Jan. 16, 1960. 1 fig., 34 refs. 


Since antithyroid drugs increase the vascularity of the 
gland and the number of mitoses in the thyroid cells it 
might be expected that prior treatment with these agents 
would potentiate the effects of radioactive iodine (13'1) 
on the thyroid gland, but previous reports of clinical 
experience with this technique have been conflicting. 
The present authors, writing from the University of 
Glasgow, now describe the. results of a controlled 
investigation carried out on 150 hyperthyroid patients at 
Glasgow Western Infirmary. 

In a first series of cases the results of treatment in 28 
patients who had received methylthiouracil for periods 
varying from 3 to 12 months until one week before they 
were given a therapeutic dose of 1311 were compared with 
the results in a control group of 45 patients who received 
131] alone without previous antithyroid medication. This 
showed that prior treatment with methylthiouracil 
resulted in a significant reduction in the proportion of 
patients in whom a single dose of 131I effected a cure of 
the hyperthyroidism and in an increase in the average 
number of treatments with 131] needed to produce a 
cure in over 85°% of the cases. A second series of patients 
were then treated similarly, except that for those (21) 
who had previously received methylthiouracil the dose of 
131] was 25°%% greater than would have normally been 
chosen. The results of the combined therapy were now 
as satisfactory as those which followed treatment in the 
56 control patients given the normal dose of !3!I alone. 

Measurements of the biological half-life of the thera- 
peutic dose of 1311 showed that this was not shortened in 


‘ 
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those previously treated with methylthiouracil. It is 
therefore argued that the difference in the results in the 
two groups must be due either to a less efficient dispersal 
of 131[ or to the development of a relative radioresistance 
in the pre-treated gland. There is evidence from bio- 
logical and biochemical sources to support the latter 
hypothesis. The method used to estimate the dose of 
131] required was one of simple clinical assessment similar 
to that described by Macgregor (Brit. med. J., 1957, 1, 
492; Abstr. Wld Med., 1957, 22, 124). A small dose, 
4 to 5 mc., was given to those without a palpable gland, 
while the patients with the largest glands received 25 mc. 
The authors confirm that the results of this simple method 
are as good as those obtained with the more elaborate 
techniques involving previous measurement of thyroid 
uptake of 131] and estimation of the mass of the gland. 
H.-J. B. Galbraith 
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456. Control of Lipaemia in Children with Diabetes 
Mellitus: the Role of Insulin and the Effects of a Diet 
Rich in Unsaturated Fatty Acids 

H. B. SALT, O. H. Woxrr, A. NesTapt, and J. K. Ltoyp. 
Lancet [Lancet] 1, 71-75, Jan. 9, 1960. 2 figs., 14 refs. 


Diabetes mellitus in children cannot be kept under 
perfect control at all times, and strict biochemical control 
carries the risk of dangerous hypoglycaemia. In a 
previous paper Wolff and Salt (Lancet, 1958, 1, 707; 
Abstr. Wild Med., 1958, 24, 206) showed that unfortun- 
ately hyperlipaemia often accompanies a rise in the blood 
sugar level and may play a part in the later development 


. of vascular complications. The present paper from the 


University and Children’s Hospital, Birmingham, reports 
a study of diabetic children aged 2 to 14 years which was 
undertaken in order to determine the effect of insulin on 
serum lipid levels and the possible advantages of a diet 
rich in unsaturated fatty acid esters. 

In 4 previously untreated diabetic children the initially 
high total serum lipid level fell to normal within 24 to 
48 hours of the start of insulin therapy. Electrophoretic 
analysis of the serum lipids showed the changes to be 
most marked in respect of triglyceride, B lipoprotein, 
esterified fatty acid, and phospholipid. A few estima- 
tions, timed to avoid the post-prandial rise in the serum 
triglyceride concentration, in patients under diabetic 
control showed little diurnal variation in the serum lipid 
levels. In 8 children who were receiving insulin therapy 
and to whom an emulsion of sunflower-seed oil was given 
in place of the usual dietary fats for periods of 22 to 42 
days the already normal blood lipid level was lowered in 
all, that of 8 lipoprotein to 80°%, of esterified cholesterol 
to 90%, and of triglyceride to 60°% of the initial value; 
these values returned to normal on resumption of the 
usual diet. In another experiment on 5 patients, in 
which special milk, margarine, and cheese-spread made 
from corn (maize) oil were substituted for dietary fats, 
the serum levels of most lipids fell, those of esterified 
cholesterol and 8 lipoprotein to about 60%, that of 
esterified fatty acid to about 75%, and those of unesteri- 
fied cholesterol and phospholipid to about 80°% of the 
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control values. Fat balance studies performed over 3 
days on 3 of the patients receiving the corn-oil diet showed 
normal absorption of fat. When diabetic control 
deteriorated following a reduction in the dosage of insulin 
in 2 patients on the corn-oil diet the resulting rise in the 
blood sugar. level was accompanied by a rise in the level 
of some of the serum lipids, but the cholesterol and 
phospholipid fractions remained at the low levels to 
which they had fallen when the diet was instituted. In 
one of these patients in whom the dose of insulin was 
reduced gradually the blood lipid changes were slight 
until the blood sugar level had risen to 400 mg. per 100 
ml. or higher. In conclusion it is suggested that in view 
of the difficulty in maintaining perfect control of the 
disease in young diabetics a long-term trial of a diet 
rich in unsaturated fat as an additional control measure 
is worth considering. [This is an important paper.] 

F. P. Hudson 


457. Diabetes Mellitus and Carcinoma of the Pancreas 
B. Lemass. Irish Journal of Medical Science [Irish J. 
med. Sci.| 16-34, Jan., 1960. 6 figs., 16 refs. 


The association between carcinoma of the pancreas 
and diabetes mellitus was studied in 66 patients (44 male 
and 22 female) with carcinoma of the pancreas who were 
seen at the Royal Victoria Hospital, Montreal, between 
1944 and 1954. At the time of admission 18 of the 
patients had glycosuria. Of 37 in whom the blood sugar 
level was determined, 27 showed some impairment of 
carbohydrate tolerance; 20 of these were frankly diabetic, 
including 2 who were known to have had diabetes for 
several years before pancreatic carcinoma was diagnosed. 
In 6 cases the presence of diabetes was recognized before 
the carcinoma was detected and was presumed to be due 
to the latter, while in 12 cases the diabetes and carcinoma 
were recognized simultaneously. Only 7 patients had 
symptoms which were directly related to diabetes. In- 
sulin in an average control dose of 39 units a day was 
necessary in 14 cases; much larger doses were required in 
3 cases, in which there was considered to be some degree 
of insulin resistance. Necropsy did not always reveal 
massive destruction of the pancreas by the tumour. 

Charles Rolland 


458. A Clinical Study of Chlorpropamide in Diabetes 
A. P. Grant and M. W. J. Boyp. Irish Journal of 
Medical Science [Irish J. med. Sci.) 516-525, Nov. 


. [received Dec.], 1959. 5 figs., 7 refs. 


Chlorpropamide was given to 21 diabetic patients at 
the Belfast City Hospital. All were over 40 years old 
when they developed diabetes and none had a history 
of ketosis or of wide variation in insulin requirement. 
After an initial control period of 5 days without insulin 
or drugs all the patients received 500 mg. of chlorprop- 
amide each morning and were observed for 10 days. The 
result was a good response in 15 patients and failure or 
partial failure in the remaining 6. Neither toxic mani- 
festations nor hypoglycaemic symptoms were seen. 

[Three of the patients included had been having more 
than 50 units of insulin daily, but they were overweight 
and presumably their insulin requirement would have 
fallen with a reduction in body weight.] K. O. Black 
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459. Renal Involvement in the Henoch—Schonlein Syn- 
drome. (L’atteinte rénale au cours du syndrome de 
Schénlein—Henoch) 

H. Bouissou, H. G. Dupont, and C. REGNIER. Archives 
frangaises de pédiatrie [Arch. frang. Pédiat.| 16, 890-914, 
1959. 5 figs., 39 refs. 


A survey of the literature on the subject of renal in- 
volvement in the Henoch-Schénlein syndrome, the 
incidence of which varies from 24% to 54%, left the 
authors in considerable doubt about both the patho- 
logical nature of the kidney involvement and its progno- 
sis. They therefore studied 22 children who were being 
treated for Henoch-Schonlein purpura at the Children’s 
Clinic of the University of Toulouse. Eight children 
developed nephritis, and needle biopsy of the kidney was 
performed 10 times on 5 of these, 3 consecutive biopsies 
being performed in 2 cases and 2 in another. In addi- 
tion a needle biopsy was performed on a child without 
detectable renal involvement. [The result was normal. 
A doubtfully justifiable procedure.] The clinical features 
of the nephritis corresponded well to those already well 
known from the work of others. Histologically, the 
lesions were confined to the glomerulus, and at the first 
examination were identical to those in acute glomerulo- 
nephritis (based on examination of 6 to 21 glomeruli in 
each biopsy specimen). Later,sclerotic changes appeared 
or the kidney returned to normal. 

[This is a very long and repetitive paper. A vast 
number of conclusions are drawn from insufficient 
material.and are therefore largely on a speculative basis. 
Although the authors set out to improve on the many 
unsatisfactory papers already available on this subject, 
they have merely succeeded in adding one more to the 
list. The only novelty is the serial needle biopsy of the 
kidney, which gave the expected results.] 

John Lorber 


460. ABO Blood Groups and Secretor Character in 
Rheumatic Carditis 

C. A. CLARKE, R. B. MCCONNELL, and P. M. SHEPPARD. 
British Medical Journal [Brit. med. J.] 1, 21-23, Jan. 2, 
1960. 7 refs. 


A significant reduction in the incidence of blood Group 
O and a non-significant increase in the proportion of 
non-secretors of ABH was found in 263 patients with 
rheumatic carditis from the Liverpool area as compared 
with 16,057 controls. In a similar (unpublished) in- 
vestigation at the Canadian Red Cross Memorial Hospi- 
tal, Taplow, Glynn found a significant excess of non- 
secretors and a non-significant deficiency of Group O 
among 609 patients with rheumatic carditis as compared 
with 15,046 controls. On combining the results from the 
two series a significant increase in the incidence of the 
disease was found both in those who were non-secretors 
and in those who were not of Group O. The levels of 
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significance, however, were not sufficient to allow this 
association to be regarded as certain, and further data, 
especially of controls, are needed. If the reactions of 
haemolytic streptococci are materially affected by the 
secretor status of the host differences in virulence or 
growth rate may be shown in vitro depending on the 
amount of water-soluble blood-group substances present 
in the culture media. Work on these lines is proceeding. 
It is suggested that investigations of the ABO blood 
groups and secretor character in series of patients with 
uncomplicated streptococcal throat infections and acute 
nephritis might be of interest. G. W. Csonka 


461. Treatment with Pyrazole Derivatives and Muscle 
Relaxants in Rheumatic Diseases. (Terapia pirazolica e 
miorilassante nelle malattie reumatiche) 

G. Reirr. Policlinico, sezione pratica [Policlinico, Sez. 
prat.] 67, 86-90, Jan. 18, 1960. 2 figs., 16 refs. 


Muscular hypertonus in the rheumatic diseases is due 
to the reaction of the muscles to painful stimuli which, 
if more pronounced and. sustained, may result in con- 
tracture. The latter condition is reversible, but if allowed 
to persist beyond a certain period it results in permanent 
atrophy and sclerosis. The therapeutic use of muscle 
relaxants in combination with anti-rheumatic drugs has 
therefore been studied by various workers in the hope that 
it would tend to diminish muscular spasms and contrac- 
tures or even eliminate them completely. Among the 
substances tested clinically, mephenesin has given the most 
satisfactory results. Compared with curare its paralysing 
action is more gradual and the margin between active 
and toxic dosage is more ample for equal duration of 
action. Mephenesin diminishes cortical and medullary 
reflex excitability and prevents the passage of abnormal 
impulses across the reflex arc. 

At the Institute of Rheumatology of the University 
of Rome favourable results in preliminary trials of 
mephenesin have led to the use of “‘ myopyrin’”’, a pre- 
paration containing two pyrazole compounds, mephene- 
sin, and an antihistaminic (‘‘allantan”). Although 
“* numerous ” patients have been treated with this com- 
pound, only 37 have been sufficiently followed up to 
provide statistical material. Of these, 14 were suffering 
from osteoarthritis, mainly vertebral, 6 from “ acute 
lumbalgia”’, 4 from acute lumbalgia”’ complicated 
by sciatica, 7 from rheumatoid arthritis, 5 from scapulo- 
humeral periarthritis, and one from rheumatic fever. 
Outstanding symptoms in all cases were spontaneous 
pain and pain provoked by movement, muscular spasm, 
functional limitation, and in some cases postural abnor- 
malities. No other anti-rheumatic drugs were given, but 
treatment included dietetic measures (with vitamins and 
anti-anaemic drugs) and exercise alternating with rest in 
bed. The dosage of myopyrin was 6 tablets (each con- 
taining 0-75 g. of mephenesin) daily for 5 to 7 days, 
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followed by 4 tablets daily for approximately a fortnight. 
In some cases the night doses were given in the form of 
suppositories. Pronounced improvement of all symp- 
toms in various degrees was apparent within 3 to 10 
days. Only one patient was refractory to treatment, 
though even in this case muscular spasm was reduced. 
The erythrocyte sedimentation rate was markedly reduced 
in most cases. Robert E. Lister 
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462. The Effect of Triamcinolone on Psoriatic Arthritis 
—a Two Year Study 
J. L. HOLLANDER, E. M. Brown Jr., R. A. Jessar, L. 
UDELL, S. COOPERBAND, and N. M. SMUKLER. Arthritis 
and Rheumatism [Arthr. and Rheum.] 2, 513-524, Dec., 
1959. 5 figs., 5 refs. 


Triamcinolone was given in the treatment of psoriatic 
arthritis of long standing in 17 patients at the Hospital 
of the University of Pennsylvania, Philadelphia. For 
several months previously 11 of the 17 had received 
prednisone, and in these triamcinolone was substituted 
in equivalent dosage; in general the dosage ranged from 
6 to 16 mg. a day. In 12 of the 17 there was major im- 
provement or complete clearing of the psoriasis within a 
few weeks of the start of treatment. In 15 the arthritis 
was better controlled with triamcinolone than with other 
steroids. Over a 2-year period partial relapse of the 
Psoriasis occurred in most patients; however, triamcino- 
lone appeared to control the skin lesions better than other 
steroids, because a change to the latter was followed by 
deterioration in the psoriasis. At the end of 2 years 14 
patients were still taking triamcinolone. 

Side-effects, which were frequent, included moon face, 
hirsutism, facial flushing, and muscle weakness in a few 
patients in the early stages. Later on, peptic ulcer 
developed in one patient, but this healed in spite of con- 
tinued administration of triamcinolone; another patient 
suffered collapse of a vertebral body from osteoporosis; 
and in a third renal failure from chronic nephritis 
developed. 

It is concluded that triamcinolone shows promise in 
the treatment of patients in whom psoriasis and arthritis 
are severe and intractable enough “‘ to justify the calcu- 
lated risk and expense of any prolonged steroid therapy”’. 

J. A. Cosh 


463. The Clinical Course of Arthritis Associated with 
Ulcerative Colitis and Regional Ileitis 

D. K. Forp and D. G. VALLIs. Arthritis and Rheuma- 
tism [Arthr. and Rheum.] 2, 526-536, Dec., 1959. 16 refs. 


The clinical course of arthritis complicating intestinal 
disease was studied in 20 patients (13 male and 7 female) 
seen in 3 hospitals in Vancouver over a period of 9 years. 
In 16 patients the arthritis was associated with ulcerative 
colitis and in 4 with regional ileitis. The response to the 
latex fixation test, when performed, was negative. 

In the cases of ulcerative colitis the arthritis was usually 
subacute, arising in a second or later attack of colitis 
rather than in the initial one. The knees and ankles 
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were most commonly affected; hips, shoulders, elbows, 
hands, and spine were sometimes involved. The joint 
symptoms persisted for a month or two at a time and 
then tended to resolve completely, leaving little or no 
structural damage, but sometimes recurred when the col- 
itis relapsed. Surgical treatment of the colitis led to 
permanent relief of the arthritis. Erythema nodosum 
was also seen in 5 patients, the lesions appearing at the 
same time as the arthritis in some instances. 

In 2 of the 4 patients with regional ileitis arthritis 
began before the intestinal disease was recognized, 
although it may well have been present in a clinically 
silent form. Again, the knees, elbows, and hands were 
involved episodically and the arthritis was relieved after 
surgical treatment of theileitis. One patient had spondy- 
litis with some residual spinal rigidity. J. A. Cosh 


464. Reactions in the Latex-fixation Test for Rheuma- 
toid Arthritis with Serum of Syphilitic Individuals 

N. Bioomrrecp. Journal of Laboratory and Clinical 
Medicine [J. Lab. clin. Med.| 55, 73-76, Jan., 1960. 
6 refs. 


Out of 232 sera from individuals with seropositive 
syphilis tested in the laboratories of the New York 
State Department of Health, 15 reacted with the latex 
fixation test (Hyland RA test). There was no evidence of 
rheumatoid arthritis in 14, but the 15th had a mild 
asymptomatic hypertrophic arthritis of both hands. As 
a control the RA test was carried out on 200 sera from 
presumably non-syphilitic individuals, none of which 
gave a positive reaction. These findings suggest that 
syphilis may cause false positive reactions in latex fixation 
tests for rheumatoid arthritis, but no firm conclusions 
should be drawn until such cases have been followed for 
several years to rule out impending clinical arthritic 
disease. An additional case illustrates this point—a 
woman with neurosyphilis gave positive serum reactions 
for the rheumatoid factor in the absence of a history or 
evidence of rheumatoid arthritis, but a year later clinical 
and radiological evidence of rheumatoid arthritis was 
present. G. W. Csonka 


465. Arthritis of the Hip in Ankylosing Spondylitis. 
(Les coxites de la pelvi-spondylite rhumatismale) 

S. pE Size, M. LeQuesNe, and F. Forestier. Revue du 
rhumatisme et des maladies ostéo-articulaires [Rev. Rhum.] 
26, 715-732, Dec., 1959 [received Feb., 1960]. 9 figs., 
7 refs. 


Involvement of the hip in ankylosing spondylitis has 
been described by many workers. In this paper the 
authors analyse a series of 51 cases of ankylosing spondy- 
litis in 25 of which unilateral and in 26 bilateral hip 
lesions were present. Only cases showing characteristic 
lesions of the sacro-iliac joints were included in the series. 
There were 34 males and 17 females, their ages ranging 
from 20 to 50. In 11 cases hip symptoms heralded the 
onset of the disease and in 3 of them these symptoms 
persisted for several years, but it could not be demon- 
strated that the hip lesion ever preceded sacro-iliac in- 
volvement. The knee-joints were affected in about half 
the cases. 
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Pain in the hip may be severe, moderate, minimal, or 
may be entirely absent, and may show acute exacerba- 
tions. Functional disability appears to be less than in 
rheumatoid arthritis, and there are other differentiating 
features. In ankylosing spondylitis synovio-capsulitis 
is common; in other words, the process is constrictive 
rather than destructive. At a later stage peripheral 
osteophytes develop. Characteristically, the radiological 
appearances lag behind the clinical signs, and even when 
the joint is immobile there is no true joint destruction, 
though osteoporosis of the femoral head and acetabulum 
is common insuchcases. The acute stage maybe treated 
with phenylbutazone, complete rest, and splintage in 
plaster. Various forms of arthroplasty may be con- 
sidered in the chronic phase, but the results are often 
disappointing. D. Preiskel 


COLLAGEN DISEASES 


466. Lupoerythema I. Clinical and Ana- 
tomical Study of 14 Cases. (Les lupoérythémato- 


néphrites. I. Etude clinique et anatomique de quatorze 
observations) 


J. Crosnier, R. SLAMA, and H. DE MONTERA. Presse 
médicale [Presse méd.] 68, 148-151, Jan. 27, 1960. 


The authors, working at the Hépital Necker, Paris, 


studied 14 cases of systemic lupus erythematosus (S.L.E.) - 


which presented to them because of renal involvement. 
All the patients were female, 12 ranging in age from 15 
to 38. The presenting renal feature was almost invari- 
ably proteinuria, often about 5 mg. per minute, sometimes 
less marked but increasing with time. The proteinuria 
was always persistent. Haematuria of some degree 
could always be detected by an Addis count, and macro- 
scopic haematuria occurred in one patient. Eleven 
patients had oedema, but only 3 had frank hypertension. 
The interval between the onset of S.L.E. and proteinuria 
was very variable, but once proteinuria appeared the 
prognosis worsened and renal function test results 
deteriorated over 2 to 12 months. Indeed, 4 patients 
died within a month and only in 2 cases were the results 
of renal function tests normal after 3 years. The clinical 
features of lupus nephritis were not distinctive, but the 
rapid progression to uraemia of the nephrotic syndrome 
in a young woman in the absence of hypertension is 
considered to be suggestive. In 3 patients the first 
manifestation of S.L.E. was renal. In 4 other cases a 
careful history revealed past evidence of S.L.E., such as 
bouts of fever and arthralgia. In 5 cases the presence of 
the renal lesion facilitated the diagnosis of an obscure 
illness and in only 2 cases did the renal lesion occur in 
known cases of S.L.E. Characteristic fundal changes 
occurred in 2 patients. : 

Anaemia and an increased erythrocyte sedimentation 
rate were common. Five patients had frank leucopenia, 
but this sometimes disappeared when the patient became 
uraemic. L.E. cells were found at some stage in 12 
patients and were persistent in 9. Five out of 9 patients 
had antibodies against deoxyribonucleic acid. Serum 
electrophoresis showed an increased y-globulin content in 


3 of the 11 cases with the nephrotic syndrome and a 
considerable depression of the 8;A-globulin level and an 
elevation of that of B2A-globulin not seen in other cases 
of the nephrotic syndrome. These changes in the B- 
globulin levels persisted even when the L.E.-cell and 
serological tests had become negative during treatment 
with steroids. 

The renal histology was studied in biopsy or necropsy 
specimens from 11 patients. In 5 the changes were focal 
and involved only some of the glomeruli. In the remain- 
der they were general. Thickening of the basement 
membrane was a constant finding, and in all but one 
patient was irregular in distribution. The wire-loop 
appearance was seen in only 7 patients. Fibrinoid 
necrosis of the basement membrane occurred in 7 patients. 
The material was positive to the periodic-acid—Schiff test, 
was destroyed by trypsin, and was distinct from collagen 
and hyaline. Fibrinoid thrombi were seen in the 
glomerular capillaries in 6 cases. Haematoxylin bodies 
occurred in only one case. Vascular changes were 
minimal in the 8 biopsy specimens, but were seen in the 
4 necropsy specimens. 

The authors were unable to show any correlation 
between the renal histology and the results of renal 
function tests, but consider that there was a general 
relationship between the degree of proteinuria and the 
basement-membrane changes. G. L. Asherson 


467. Systemic Lupus Erythematosus after ‘‘ Idiopa ° 
Thrombocytopenic Purpura: a Review 

Y. Rasrnowitz and W. DamesHEK. Annals of Internal 
Medicine. [Ann. intern. Med.| 52, 1-28, Jan., 1960. 
Bibliography. 


In this paper from the New England Center Hospital, 
Boston, the authors report the results of a re-examination 
of 44 out of 51 consecutive cases of idiopathic thrombo- 
cytopenic purpura in which splenectomy was performed 
between 1949 and 1955. In 8 cases there was considered 
to be “‘ definite ’’ evidence of systemic lupus erythemato- 
sus (S.L.E.), such as discoid skin lesions, a positive 
reaction to the L.E.-cell test, or histological lesions in the 
spleen or kidneys. In 2 cases S.L.E. was considered 
** probable” because arthritis or nephritis had developed 
or there was a positive reaction to the Coombs test. 
Non-specific evidence of systemic disease other than 
purpura was found in 6 cases which were regarded as 
** possible ” cases of S.L.E. All the patients in these 16 
cases were females. 

Of 14 cases of “* definite ’’ S.L.E. following splenectomy 
for thrombocytopenic purpura (including the 8 in the 
present series, 4 in which splenectomy was performed 
before 1949, and 2 operated on at other hospitals), 3 
showed discoid skin lesions before splenectomy and 5 
after the operation. In 6 there was a positive reaction 
to the L.E.-cell test after splenectomy, but in all such 
cases there was other evidence to support the diagnosis 
of S.L.E. In 5 of these 14 cases thrombocytopenic pur- 
pura recurred after splenectomy, this relapse rate being 
similar to that in cases without evidence of S.L.E. In 
2 cases splenectomy appeared to exacerbate S.L.E. 

M. Wilkinson 
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468. The Use of Tigloidine in the Symptomatic Treat- 
ment of Spastic Paraplegia 

F. J. O’Rourke, S. GerRsHON, E. M. TRAUTNER, and 
F. H. SHAw. Medical Journal of Australia [Med. J. 
Aust.| 1, 73-77, Jan. 16, 1960. 1 fig., 16 refs. 


Tigloidine, a close homologue of atropine, was tried 
in the treatment of 21 patients with spastic paraplegia. 
The maximum daily dosage of the drug was 30 mg. per kg. 
body weight. A significant reduction in the spasticity 
and spasm was obtained in all except one patient. 
There were no toxic effects even after prolonged adminis- 
tration up to 12 months. A double-blind technique 
was used on two occasions in this series, and on both of 
these the movements of the patients receiving a placebo 
became more frequent and more severe in intensity 
within 7 days. A. G. Freeman 


469. Anencephaly and Other Congenital Abnormalities: 
an Epidemiological Study in Northamptonshire 
M. J. PLeYpDELL. British Medical Journal [Brit. med. 
J.) 1, 309-315, Jan. 30,1960. 4 figs., 13 refs. 


A detailed survey of congenital malformations has 
been in progress in Northamptonshire since 1944. 


‘Information was gathered from multiple sources, includ- 


ing birth registers, midwives’ records, hospital case 
papers, records of mental health authorities, and handi- 
capped pupils registers. The diagnosis of malformations 
was nearly always confirmed by medical opinion. Be- 
tween 1944 and 1957 there were 62,224 live and still 
births among which there were 64 cases of anencephaly 
(0-1%). Anencephalic births occurred three times more 
often in the industrial belt than in the rest of the county, 
tended to occur in groups in time and space, and were 
most common in families belonging to the lower social 
classes. All these features could be explained if infec- 
tion were commonly the cause of anencephaly, but there 
is no clinical evidence that this is so. Births of babies 
with congenital heart disease also tended to occur in 
groups in time and space, but again no evidence of im- 
portant maternal illness was obtained. 

In a small prospective inquiry during the Asian influ- 
enza epidemic in 1957 midwives reported 43 pregnant 
mothers who had symptoms of this disease; 3 of these 
gave birth to infants with gross congenital abnormalities. 
Of 1,040 other mothers who were pregnant during the 
same period, 14 gave birth to infants with gross and 6 to 
infants with less important congenital malformations. 
These differences provide suggestive, but not conclusive, 
evidence of the possible.importance of maternal infections 
in the early months of pregnancy. These often occur 
at a time when expectant mothers are not yet attending 
antenatal clinics and are not therefore under regular 
supervision. The potential value of notification of infec- 
tious illnesses occurring during pregnancy is once more 
emphasized. 
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[It is possible that many congenital malformations of 
lesser degree may have been missed, including non- 
cyanotic heart disease. Medical opinion was usually 
obtained to confirm positive findings of the midwife, but 
apparently normal babies were not scrutinized.] 


John Lorber 


470. Bi2 Metabolism and Multiple Sclerosis 

J. S. O’Connor, R. L. Davis, O. R. LANGworTuy, and 
B. F. CHow. Proceedings of the Society for Experimental 
Biology and Medicine (Proc. Soc. exp. Biol. (N.Y.)] 103, 
180-183, Jan., 1960. 1 fig., 25 refs. 


The authors observe that previous attempts by others 
to treat disseminated (multiple) sclerosis with massive 
doses of vitamin B,2 (cyanocobalamin) have met with 
variable results that are not readily explicable in the light 
of our present knowledge of the metabolism of this 
vitamin. The present work, carried out at the Johns 
Hopkins Hospital, Baltimore, was aimed at determining 
the general state of vitamin-B;2 metabolism in patients 
with this disease. It was found that in 21 patients with 
disseminated sclerosis the mean serum vitamin-B;2 level 
was about half the figure for 360 normal individuals, 
while in 10 patients there was a reduction of 32% in 
the mean erythrocyte glutathione content, which is 
known to be dependent upon vitamin B;2._ On the other 
hand the urinary excretion of radioactive vitamin Bj2, 
both when given by mouth (5 patients) and by injection 
(7 patients), was significantly in excess of normal, and 
in 20 patients the capacity of the serum to bind vitamin 
B,2 was somewhat reduced. 

The authors do not discuss the possible pathogenetic 
significance of these findings [nor is it possible to assess 
them in relation to the clinical state of each patient, since 
this is not detailed]. They observed, however, that the 
tannate conjugate of vitamin B;2, given as a depot 
preparation, was excreted in the urine much less rapidly 
than the aqueous forms, and they suggest that this is the 
preferred method of administration. The authors state 
that the effect of this preparation in increasing the serum 
vitamin-B2 level in patients with disseminated sclerosis 
is under investigation. J. B. Cavanagh 


471. The Clinical Course and Pathogenesis of Facio- 
bucco-lingual Apraxia. (K KnHHHKe maToreHesy 
ampaKcuu pTa ASbIKa) 

K. Arsent and M. I. Borez. KypHaa Heeponamoso- 
2uu u ITcuxuampuu [Z. Nevropat. Psihiat.] 59, 1419- 
1424, No. 12, 1959. 4 refs. 


Three patients with facio-bucco-lingual apraxia were 
investigated by the authors at the Bucharest State Hos- 
pital. One had a glioblastoma of the left frontal lobe, 
one a subcortical haematoma involving the whole left 
frontal lobe, and the third a recurrence of a glioblastoma 
occupying the middle third of the left ascending frontal 
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gyrus. In all these cases the symptoms of apraxia dis- 
appeared after surgical removal of the cause, although 
in the two neoplastic cases aphasia and hemiplegia 
remained (in the first case for a few weeks, in the other 
permanently). 

Nathan (Brain, 1947, 70, 449; Abstr. Wid Med., 1948, 
4, 313) ascribes this symptom to a lesion of the inferior 
part of the left precentral gyrus. The authors agree that 
a lesion in this area is essential, but assert that to cause 
apraxia of this type lesions involving other parts of the 
cortex must also be present—for example: (1) extensive 
destruction involving several other gyri of the same 
hemisphere; (2) secondary lesions in the opposite hemi- 
sphere; or (3) recurrent lesions which are widespread, 
very severe, or sudden in onset. In the absence of these 
conditions the other cerebral areas are capable of so 
compensating as to enable the brain to adapt itself suffici- 
ently to prevent apraxia. The third patient was par- 
ticularly instructive in this respect. The primary tumour, 
situated in the middle third of the ascending frontal 
convolution, caused aphasia and hemiplegia, but not 
apraxia, which developed 8 months after removal of the 
primary growth and was relieved by a second operation 
for removal of a recurrence. Thus before the second 
operation he could not protrude his tongue to order or 
swallow solid food, whereas afterwards he could perform 
these and similar actions. 

In cases of vascular origin apraxia is as a rule complete 
and there is rarely compensation, even on exercise and 
practice, owing to the sudden and irreversible lesion of 
the surrounding structures; but in the second case of 
this series aspiration of the haematoma (200 ml.) 7 
weeks after onset relieved not only the apraxia but also 
the aphasia. L. Firman-Edwards 


BRAIN AND MENINGES 


472. Familial Calcification of the Cerebral Basal Gan- 
glia and Its Relation to Hypoparathyroidism 

P. D. Roperts. Brain [Brain] 82, 599-609, Dec., 1959. 
3 figs., bibliography. 


Calcification of the basal ganglia was observed in a 
patient, a man aged 48 years, at the National Hospital 
for Nervous Diseases, Queen Square, London. Investi- 
gation of the patient’s family revealed this condition in 5 
siblings and probably a sixth; it appeared to be inherited 
as asimple dominant. In the original patient the calcifi- 
cation was associated with major epileptic attacks, 
episodes of loss of control of the limbs, and later head- 
ache and vomiting. One member of the family had a 
history of recurrent and severe depression, but the other 
affected members were symptomless. Metabolic studies 
in 2 patients revealed a positive phosphorus balance, a 
low serum calcium level (which was corrected by adminis- 
tration of dihydrotachysterol), and abnormal responses 
to “‘ parathormone” by intravenous injection and to 
calcium by intravenous infusion. The author considers 
that the metabolic findings could be explained by a 
defect in the control of phosphorus excretion by the 
kidneys. Hugh Garland 


473. Epidemic Vertigo: Clinical Picture, Epidemiology 
and Relation to Encephalitis 

E. PeperseN. Brain [Brain] 82, 566-580, Dec., 1959. 
4 figs., 28 refs. 


Epidemic vertigo is a disease of sudden onset. The 
initial episode is usually of relatively long duration, but 
later the attacks become paroxysmal. It is associated 
with “‘ asthenic symptoms”, and occurs in epidemio- 
logical association with encephalitis. There are two 
main types, one being characterized by gastro-intestinal 
symptoms and the other by upper respiratory-tract infec- 
tion. The aetiology is unknown, but an affection of the 
brain-stem is considered to be the ‘‘ most plausible 
explanation ” in most cases. The disease does not show 
a predilection for any particular season of the year. 

The present author, in this paper from Aarhus Kom- 
munehospital, Denmark, discusses the findings in 73 cases 
of epidemic vertigo with gastro-intestinal symptoms seen 
over a period of 5 months in a district with a total popu- 
lation of 4,000, and 50 cases with upper respiratory- 
tract infection seen over 4 months in a district with a 
total population of only 2,000. [The case histories 
which are reported are often so sketchy as to be totally 
valueless and it is extremely doubtful whether a disease 
entity is being described.] Hugh Garland 


474. Degenerative Cerebellar Ataxias 
J. R. Brown. Neurology [Neurology (Minneap.)] 9, 
799-805, Dec., 1959. 


Among 103 patients with degenerative cerebellar 
ataxia, incidence reached a peak in the age group 0 to 
19 years and a greater peak in the age group 50 to 69. 
In the adult group, males predominated 2:1. Duration 
of the ataxia ranged from one month to 41 years, with a 
median of 3 years. Only 15 patients revealed a history 
of an identical or related condition in other members of 
the family. In most patients, the cause was either un- 
certain or undetermined. 

In most patients, ataxic gait preceded and was more 
pronounced than limb ataxia. The group was classified 
into normoreflexic, hyporeflexic, and hyperreflexic forms. 
Patients with normoreflexic cerebellar ataxia had a 
paucity of other neurologic signs. In the hyporeflexic 
form, signs referable to the spinal cord and peripheral 
nerves were prominent, as were pes cavus and scoliosis. 
The hyperreflexic form demonstrated a predominance of 
pyramidal and extrapyramidal signs. Cranial-nerve, 
brain stem, and mental signs occurred in the 3 forms of 
ataxia with approximately equal frequency. 

In 2 exceptional syndromes, limb ataxia was more 
prominent than gait ataxia.—[Author’s summary.] 


475. An Evaluation of Electroencephalography in Cere- 
bral Infarction and Ischemia Due to Arteriosclerosis 

R. I. BircHFieELD, W. P. WiLson, and A. HEYMAN. 
Neurology [Neurology (Minneap.)| 9, 859-870, Dec., 
1959. 10 figs., 17 refs. 


The authors, at the Veterans Administration Hospital, 
Durham, North Carolina, have studied the electro- 
encephalographic (EEG) findings in 94 male patients 
who had clinical manifestations of cerebral infarction or 


t 
. 


recurrent cerebral ischaemia. The patients’ ages ranged 
from 34 to 79 years (average 58), and 38 were hyperten- 
sive (150/100 mm. Hg). In 73 patients infarction or 
ischaemia of the cerebral hemispheres was diagnosed 
(unilateral infarction 48, bilateral infarction 18, ischaemia 
7). The remaining 21 patients had symptoms or signs 
attributable to atherosclerosis in the vertebro-basilar 
arterial system. The diagnosis was confirmed at 
necropsy in 7 patients. The EEG was recorded as soon 
as possible after admission and repeated, when feasible, 
every week for 3 weeks and monthly thereafter for 3 
months. Only two-thirds of the patients in whom uni- 
lateral infarction in one cerebral hemisphere was diag- 
nosed showed unilateral abnormalities in the EEG. In 
patients with small, localized brain-stem lesions and in 
those with intermittent cerebral ischaemia the tracings 
were often normal. When diffuse brain-stem infarction 
or bilateral hemispheral lesions were present there was 
a high incidence of abnormal EEGs, but there was no 
close correlation between the EEG findings on the one 
hand and the site and severity of the neurological deficit 
on the other. However, serial EEG recordings often 
demonstrated a relationship between the pattern of 
electrical activity and the state of resolution of the patho- 
logical process in the individual patient. 
John N. Walton 


476. Proximal Occlusion of the Anterior Cerebral 
Artery 

J. E. Wesster, E. S. GurpsiAn, D, W. Linpner, and 
W. G. Harpy. A.M.A. Archives of Neurology [A.M.A. 
Arch. Neurol.| 2, 19-26, Jan., 1960. 5 figs., 32 refs. 


The authors briefly recapitulate the anatomy of the 
anterior cerebral artery and the effects of its proximal 
occlusion, recalling that blockage of large segments of 
the artery distal to the anterior communicating artery 
results in ischaemic changes in the paracentral lobule 
on the medial aspect of the cerebral hemisphere and the 
lateral half of the corpus callosum. The clinical effects 
include hemiplegia with crural preponderance and left- 
sided apraxia if the hemiplegia is right-sided, or if left- 
sided, mental changes and some degree of aphasia may 
be seen. They note that although the incidence of a 
congenitally small anterior cerebral artery on one side 
or the other is about 2°%% of all necropsies, they have 
found such an artery in some 11% of their patients with 
cerebrovascular disease. 

They then report (from Wayne State University College 
of Medicine, Detroit), a study of 50 patients, 37 of them 
male, in whom bilateral carotid angiography, usually 
combined with simultaneous contralateral carotid com- 
pression, revealed no filling or only thread-like filling 
of the proximal portions of one anterior cerebral artery 
(in one case both arteries). Adequate filling of both 
anterior cerebral arteries beyond the anterior communi- 
cating arteries was demonstrated in all cases. Com- 
pression of the contralateral common carotid artery 
resulted in syncope in two-thirds of the patients, while 
in the others it led to dizziness, faintness, ipsilateral 
blurring of vision, or contralateral clonic convulsive 
movements of the extremities. These signs were some- 
times associated with grasping, forced groping, and 
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repetitive movements of the hands, a trance-like state, 
and sucking and pursing of the lips. The proximal 
arterial occlusion was complete in 39 cases and partial in 
11, right-sided in 31, left-sided in 18, and bilateral in one. 
The electroencephalogram was abnormal in 36 of the 
cases. Clinically the condition was associated with 
neurological and/or psychiatric disturbances. The for- 
mer included hemiplegia with brachial preponderance, 
sometimes associated with insomnia, restlessness, talka- 
tiveness, and worrying. The psychiatric disturbances 
were manifested by feelings of anxiety, fear, poor menta- 
tion, and periods of weakness and syncope. In some 
cases they amounted to a frank psychosis. These changes 
differ from those usually associated with distal occlusion 
of the anterior cerebral artery. A positive carotid 
artery compression test; that is, one producing syncope 
on either side, may serve to distinguish organic from 
functional disease, particularly in patients aged over 
40, while angiographic studies help to define. the 
diagnosis more accurately. R. Wyburn-Mason 


477. Some Applications of the Urinary Phenolsulphon- 
phthalein Excretion Test in Hydrocephalus and Related 
Conditions 

K. M. Laurence. Brain [Brain] 82, 551-565, Dec., 
1959. 7 figs., 18 refs. 


In this paper from the Hospital for Sick Children, 
Great Ormond Street, London, a method is described of 
carrying out the urinary phenolsulphonphthalein excre- 
tion test in hydrocephalus and related condition after 
injecting the dye into the lateral ventricle or the lumbar 
theca, 205 patients being subjected to 330 stich tests. 
The author states that from the dye excretion values it is 
possible to determine the anatomical site of the block. 
The ventricular dye test is of limited value; it causes 
severe side-reactions, and although it is possible to deter- 
mine whether an intraventricular block is present, the 
position of the block cannot be located by this method. 
The amount of dye excreted after intrathecal injection is 
related to the state of the subarachnoid space. In cases 
of basal cistern block or spina bifida cystica the excretion 
values after intrathecal injection of the dye are fairly 
closely related to prognosis, patients in whom the 
excretion values are high having the best chance of sur- 
vival. The test was found not to be applicable in neon- 
ates with spina bifida cystica. It is emphasized that the 
test cannot replace air encephalography and is only an 
ancillary investigation. Hugh Garland 


478. Psychological Studies on Effects of Chemosurgery 
of the Basal Ganglia in Parkinsonism. I. Intellectual 
Functioning 
M. RIKLAN, L. Ditter, H. Werner, and I. S. Cooper. 
A.M.A. Archives of General Psychiatry [A.M.A. Arch. 
gen. Psychiat.| 2, 22-32, Jan., 1960. 3 figs., bibliography. 
In summary, 89 patients had administered to them the 
Wechsler—Bellevue Intelligence Scale, Form I, before 
and after undergoing basal ganglia surgery. For 71 . 
patients the testing was administered before and immedi- 
ately after operation, and for 49 patients the testing was 
administered preoperatively and in a long-range situa- 
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tion. The mean postoperative time for the former 
group was 22:4 days and for the latter group 9-7 months. 
Complete preoperative data were available for all the 
patients, as well as detailed analyses of the specific 
lesions, made possible through the use of a radiopaque 
substance. All cases had unilateral lesions only. From 
statistical analyses of the data, as well as from the study 
of individual cases, the following conclusions were 
drawn concerning unilateral basal ganglia lesions. 
(1) The pattern for the group is a general decline in 
intellectual scores in the immediate postoperative or acute 
situation, and a return to the preoperative level when 
evaluated a mean of 9 months later. (2) In the long- 
range situation there is a suggestion of slight continuing 
deficits in verbal functioning for the left-brain group, 
in the somatic aspects of intellectual performance for the 
right-brain group, and in motivational energy available 
for both hemisphere groups. Reality contact is in- 
creased. (3) In the immediate postoperative situation 
those subtests of intellectual functioning most affected 
are the ones requiring attention, concentration, or a 
mobilization of intellectual energy. These appear to be 
related to a temporary physiologic change in the brain 
rather than to any specific organic deficits. (4) The pre- 
operative neurologic and mental condition of the subject 
is of primary significance in determining the differential 
reactions to brain surgery.—[Authors’ summary.] 


EPILEPSY 


479. Epileptic Impulsiveness. II. Electroencephalogra- 
phic Study of a Group of Hospitalized Epileptic Women. 
(L’impulsivité épileptique. II. Note sur l’étude électro- 
encéphalographique d’un groupe de femmes épileptiques 
caractérielles internées) 

S. FoLiin, G. VeRDEAUX, G. DrossopouLo, P. CHANOIT, 
and C. Grrarp. Encéphale [Encéphale| 48, 481-490, 
1959 [received March, 1960]. 13 refs. 


In the first part of this study of epileptic impulsiveness 


(Encéphale, 1959, 48, 377; Abstr. Wild Med., 1960, 28, 


61) carried out by the authors on a group of female 
epileptic patients in a mental hospital the clinical aspects 
of epileptic impulsiveness were discussed. The present 
paper reviews the electroencephalographic (EEG) find- 
ings in 65 of these patients, from many of whom more 
than one EEG recording was obtained; in addition, in 
26 patients the EEG was recorded during activation with 
bemegride. 

No correlation between the clinical analysis of the 
disorders of personality and the EEG recordings could 
be established, but it was possible to distinguish two 
groups by their possession of certain common features: 
(1) a group of 12 patients who all showed similar EEG 
tracings with excess theta activity and, in 9 cases, evidence 
of a temporal abnormality or focus, particularly after 
bemegride activation; the patients in this group were all 
of low intelligence and showed abnormal behaviour 
either when forming part of a group or when alone, the 
abnormality of behaviour in each case appearing to be 
spontaneous and unmotivated. (2) The patients in the 


second group, also 12 in number, were by contrast of 
normal or superior intelligence and their impulsive 
behaviour, mainly psychoneurotic in type, usually 
showed a recognizable motivation; in this group the 
EEGs varied widely, nearly all showing some abnormality 
but no constant pattern, and in only 2 of these patients 
was a temporz! lobe abnormality demonstrated. 

The authors point out that the 24 patients in these 
two groups represent only a minority of their patients 
with epileptic personality disorders and that no direct 
link can in general be discerned between the EEG pat- 
terns and the clinical types of impulsive behaviour. 
They conclude that the majority of such patients form a 
heterogeneous group having in common only a psycho- 
neurotic type of behaviour disturbance. 


J. B. Stanton 


480. Statistical Study of Clinical and Electroencephalo- 
graphic Manifestations of 536 Psychotic Episodes Occur- 
ring in 516 Epileptics between Clinical Seizures. [In 
English] 

S. Donocier. Epilepsia [Epilepsia (Amst.)| 1, 117-142, 
Dec., 1959 [received Feb., 1960]. 22 refs. 


The author presents, from the Institut National 
d’Hygiéne, Marseilles, the results of a statistical study of 
the relationship between the clinical and electroencephalo- 
graphic (EEG) features of interseizure psychotic episodes 
in epileptic patients based on data from some half- 
dozen European countries presented at an international 
colloquium in Marseilles in 1956. 

The analysis showed that in centrencephalic epileptics 
the psychotic episodes are usually brief (lasting only 
a few hours) and these patients do not become perma- 
nently disturbed or demented. In this group the episodes 
often begin with a seizure and are mostly of confusional 
type. EEGs recorded during the episodes nearly always 
differ in some respect from the usual interseizure pattern 
of the patient, such alteration being either in the direc- 
tion of a continuous bisynchronous spike-and-wave 
pattern (petit mal status), or a diffuse delta dysrhythmia 
with more or less frequent spike-and-wave discharges, 
conforming to the post-ictal type of EEG pattern. In 
patients with EEGs of the latter type the psychotic episode 
often begins with a seizure, and in physiopathological 
terms the episode may be regarded as unduly prolonged 
post-ictal confusion, precipitated perhaps by insufficient 
blood levels of oxygen or glucose or some similar 
metabolic disturbance at the time of the seizure. 

In contrast, in psychomotor epileptics the psychotic 
episodes are of long duration (days or even weeks) and 
are rarely preceded by a seizure, though often terminating 
in one. These episodes are usually characterized less 
by confusion than by disturbance of affect with normal 
consciousness. The EEG recorded during these episodes 
shows either (1) no modification of the usual interseizure 
pattern; or (2) a desynchronized pattern with disappear- 
ance of both normal and pathological electrical activity, 
giving a paradoxical impression of improvement in the 
EEG during the episode; or (3) the reinforcement of 
focal epileptic discharges in the temporal region without 
modification of the background rhythms. The physio- 
pathology of the psychotic episodes in this group of 


‘ 
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patients thereafter seems to be more in keeping with a 
prolonged pre-ictal or sub-ictal state, probably corres- 
ponding to a period of perifocal pre-ictal excitation. 
The author emphasizes the tentative nature of these 
conclusions and points out that it is not possible to con- 
trast every type of psychotic episode occurring in psycho- 
motor epileptics with those in centrencephalic epileptics, 
since similar episodes may sometimes occur in both these 
different groups. J. B. Stanton 


481. Recent Experiences with Parenteral Dilantin. [In 
English] 
R. S. Scuwas and J. T. Murpuy. Epilepsia [Epilepsia 


(Amst.)] 1, 227-231, Dec., 1959 [received Feb., 1960]. 
3 refs. 


The authors report, from Massachusetts General 
Hospital, Boston, their experience with parenteral ad- 
ministration of diphenyl hydantoin sodium (“‘ dilantin ”’) 
in the treatment of epilepsy. The drug can be given 


intramuscularly for prophylactic purposes and by the 


intravenous route in cases of status epilepticus. In the 
latter case it is recommended that an initial intravenous 
infusion of up to 1 g. should be given at a rate of not 
more than 50 mg. per minute. Seizures often cease 
after 200 to 300 mg. have been introduced. Sodium 
barbitone, 100 to 150 mg., may be included in the infusion 
if necessary. After the initial intravenous administra- 
tion 100 mg. of dilantin can be given intramuscularly and 
repeated 3 or 4 times in 24 hours, but the rate of absorp- 
tion by this route is probably not very different from that 
from the intestinal tract. 

The authors strongly deprecate persisting with intra- 
venous therapy with doses above 1 g., but would con- 
tinue intramuscular administration in doses of up to 300 
mg. daily if necessary. In their view the total dose by 
any or all routes should not exceed 400 mg. per day. 
Within this dosage limit the authors have not encountered 
any severe reactions from the parenteral use of the drug. 
They have found it not unusual for nystagmus and ataxia 
to persist for 24 hours after the patient has received 
300 to 500 mg. of dilantin intravenously in order to 
terminate status epilepticus. J. B. Stanton 


SPINAL CORD 


482. Causes of Polyuria and Polydipsia in Patients with 
Injuries of the Cervical Spinal Cord 

M. Brown, S. Pyzik, and J. R. Finke. Neurology 
[Neurology (Minneap.)]| 9, 877-882, Dec., 1959. Biblio- 
graphy. 


In this paper from the Northwestern University Medi- 
cal School, Chicago, and the Veterans Administration 
Hospital, Hines, Illinois, the authors report a study of 
59 patients who had sustained injuries to the cervical 
portion of the spinal cord, either by penetration of the 
spinal canal by projectiles or by closed injuries resulting 
in fracture-dislocations of the cervical spine. In all 
cases at least 6 months had elapsed since the injury; no 
patient had shown any evidence of disturbed water 
metabolism before injury and all had enjoyed excellent 
M 
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health. In 30 the cervical cord lesion was complete 
and in 29 incomplete. Fluid intake and urinary output 
were measured in all cases for several successive days 
at different times of the year. In a further 3 cases of 
injury to the cervical cord the effects upon water meta- 
bolism of intramuscular injections of vasopressin in oil 
were studied. It was found that the majority of the 
patients excreted abnormally large quantities of fluids. 
The polyuria and polydipsia were reduced markedly in 
degree by intramuscular injection of vasopressin in the 
3 cases studied in this way. Because the hypothalamic-— 
hypophysial system could be presumed to be intact in 
these patients and because pituitrin was capable of pro- 
ducing an antidiuretic effect, it was concluded that there 
are descending neural pathways in the cervical region 
which are concerned with water metabolism, the inter- 
ruption of which may produce a syndrome resembling 
diabetes insipidus. It is suggested that the exclusion of 
impulses descending from the hypothalamus to centres 
in the spinal cord may be an important factor in so-called 
** idiopathic ”’ cases of diabetes insipidus. 
John N. Walton 


483. Circulatory Regulation in Transection of the 
Cervical Cord. (Die Kreislaufregulation bei Quer- 
schnittslahmung des Halsmarkes) 

H. G. Mertens, S. Harms, H. dad 
MANN. Deutsche medizinische Wochenschrift (Dtsch. 
med. Wschr.] 85, 180-185, Jan. 29, 1960. 5 figs., 39 refs. 


From the University Neurological and Surgical Clinics, 
Hamburg-Eppendorf, the authors describe 5 cases of 
transverse section of the cervical spine, of which 4 were 
the result of accidents and the fifth due to a cystic spongio- 
blastoma. Careful observations were made for periods 
of up to 16 months, particular attention being paid to 
the circulatory changes and the compensatory mechan- 
isms which develop in patients surviving the first few 
months. It was noted that the marked decline in peri- 
pheral vascular resistance which occurred in the initial 
stages, clinically manifested by generalized vasodilatation 
and a dry, warm, pink skin, was compensated for by a 
steep rise in the minute volume of the heart. 

The importance in such cases of spinal viscero-vascular 
reflexes, first described by Guttman and Whitteridge in 
Great Britain (Brain, 1947, 70, 361), is confirmed by the 
present authors. Increasing pressure in the urinary 
bladder produces a mass reflex with sweating, pilo- 
erection, and a considerable rise in the systolic and dia- 
stolic blood pressures, similar but less constant effects 
being produced by intestinal entero-receptors. The 
resulting rise in blood pressure is of such magnitude that 
the compensatory slowing of the pulse is not very effective 
in reducing the cardiac minute volume, and acute dilata- 
tion of the heart frequently occurs. From a therapeutic 
point of view, therefore, early use of a closed system for 
automatic drainage of the bladder so as to avoid sudden 
changes in blood pressure and active encouragement of 
the spinal reflexes by physiotherapy and other means 
leading to automatic evacuation of the bowel are advo- 
cated. Drugs were not found to have any consistent 
pharmacological effect on the vegetative reflex activities. 

A. J. Karlish 
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Psychiatry 


484. Transvestitism and Trans-sexualism: a Study of 
50 Cases 

J. B. RANpDELL. British Medical Journal (Brit. med. J.} 
2, 1448-1452, Dec. 26, 1959. 16 refs. 


The author surveys 50 patients, including transvestites 
and trans-sexuals (desiring to change sex as well as dress), 
who were examined at Charing Cross Hospital, London, 
many of them having been referred from the endocrino- 
logical clinic. They could be classified as follows: 


Men Women 
(37 cases) | (13 cases) 
Currently or previously married .. 21 6 
Having produced children. . x 17 3 
Obsessional .. 15 2 
Trans-sexualist 21 9 


The onset of the impulse towards cross-dressing almost 
always began early, usually by the tenth year. All social 
classes were represented, with a slight preponderance 
of professional men. Almost all the men desired not 
only to dress up, but to be seen by others and accepted 
as women. In the homosexual cases the transvestitism 
appeared to be asecondary symptom. In the obsessional 
group the impulse was part of a basic obsessional per- 
sonality; these patients were heterosexual and tended 
to fight against and to suffer from their transvestite im- 
pulses. 
‘ No evidence of physical intersexuality was found in 
any of the cases. D. J. West 


485. Body-build of Male Homosexuals 
A. J. Copren. British Medical Journal (Brit. med. J.| 2, 
1443-1445, Dec. 26, 1959. 1 fig., 14 refs. 


The discriminant androgyny score of Tanner, based on 
the measurements of the bi-acromial and bi-iliac dia- 
meters, was calculated for 31 male homosexual patients 
and 22 male neurotic patients and compared with those 
of 53 control subjects drawn from a large industrial 
organization who were attending for mass radiography. 
Over 90°% of this last group attended and all agreed to 
the measurements being taken. 

The homosexuals were found to have a significantly 
smaller mean androgyny score than the controls (P= 
0-05) owing to a smaller biacromial diameter, and there 
was a similar (though not significant) difference between 
the controls and the heterosexual neurotics. There was 
little difference between the androgyny scores of the 13 
homosexuals who complained of other psychiatric symp- 
toms and the 18 who were otherwise free from symptoms. 
When the 46 controls belonging to Social Class III were 
compared with the 15 homosexuals belonging to this 
class the difference between the mean androgyny scores 
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remained significant. Such factors as age, height, 
weight and fat—bone index (Tanner) were also analysed, 
but yielded no significant differences between the three 
groups. 

It is concluded that homosexual male patients have a 
similar body-build to male neurotics, both showing andro- 
gyny scores reduced in the direction of the female aver- 
age, but that the finding is not specifically related to 
sexual abnormality. D. J. West 


486. Length of Stay in Mental Hospitals and Some 
Factors Influencing It 

R. W. Parnect and I. Sxotrowe. British Medical 
Journal (Brit. med. J.] 2, 1296-1300, Dec. 12, 1959. 
3 refs. 


This paper contains valuable age- and sex-specific data 
on the expected duration of stay in hospital of patients 
suffering from four psychiatric conditions—schizo- 
phrenia, manic depressive psychosis, psychoneurosis, 
and behaviour disorders. From the Board of Control’s 
figures of the number of patients admitted to all mental 
hospitals in England and Wales in 1953 and followed up 
through 1954 the duration of stay up to 12 months was 
determined. Half of the patients in whom schizophrenia 
was diagnosed were discharged in 5 months, while half 
of those with manic depressive psychosis were discharged 
in 6 to 8 weeks. Between 66 and 79% of patients with 
schizophrenia were discharged within one year of ad- 
mission, with some variation with age. 

A study is reported of 120 male patients admitted to 4 
mental hospitals in the southern part of the Oxford 
Region. Schizophrenia was diagnosed only when the 
characteristic disorder of the thinking process and incon- 
gruity of affect was present, doubtful cases being excluded. 
The duration of stay in hospital was related to five factors 
at a statistically significant level. (1) Age when seen and 
age at first hospital admission: it was found that younger 
patients tended to remain longer. (2) Occupation: pro- 
fessional men and students stayed longest, artisans next, 
and labourers the shortest time. (3) Physique (somato- 
type dominance): among the schizophrenics there was a 
preponderance of patients of Lf body type—tall, slim 
body build with minimal musculature and moderate fat 
[equivalent to asthenic or ectomorphic]. Patients of the 
Lf type remained in hospital much longer (median stay 
212 days) than patients of other body types, particularly 
those of the exact opposite, the Mf body type (median 
stay 55 days). The latter, who have prominent muscula- 
ture and moderate fat, appear to succumb to schizo- 
phrenia less often than the former. (4) Diagnosis: 
patients in whom paranoid schizophrenia was diagnosed 
stayed a shorter time in hospital than patients with other 
forms of the disease. (5) Type of hospital: there were 
significant differences between the hospitals in the type 
of patient admitted and the duration of stay. 

The authors discuss the possibility of constructing a 
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prognostic scale. Using an experimental scale they 

were able post hoc to predict the outcome correctly in 

69%, of short-stay and 84°% of long-stay patients. 
Christopher Wardle 
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487. Social Factors Influencing Length of Hospital Stay 
of Schizophrenic Patients 


G. W. Brown. British Medical Journal [Brit. med. J.] 
2, 1300-1302, Dec. 12, 1959. 12 refs. 


The social factors influencing duration of stay in 
hospital of patients with schizophrenia were studied at 
Maudsley Hospital, London, data for the two 12-month 
periods 1950 and 1955 from two mental hospitals, Long 
Grove, Epsom, and Banstead Hospital, Surrey, being 
analysed. Of patients admitted to Long Grove in 1950, 
37°% remained more than 2 years compared with 21% 
of those admitted in 1955, the difference being attributed 
to a change in discharge policy. In 1950, of 30 of the 
patients who did not receive any visits during their first 2 
months in hospital, 25 (83°%) were still in hospital after 
2 years compared with 30 (25°) of the 118 who received 
at least one visit, the difference being highly significant. 
In 1955, 16 (27°) of 59 patients who did not receive visits 
remained in hospital more than 2 years compared with 
23 (18%) of 125 who did. It is suggested that the change 
in discharge policy was to the benefit of socially isolated 
patients. 

The findings were similar for schizophrenic patients 
admitted to Banstead Hospital. In 1950, 43 (54°%) of 80 
patients not receiving visits remained after 2 years as 
against 64 (26°%) of 246 who did receive visits. In 1955, 
12 (16°) of 77 patients not receiving visits remained more 
than 2 years, whereas only 9 (4°%) of 222 who did receive 
visits were in hospital more than 2 years. At Banstead 
the change in discharge policy did not appear to favour 
the socially isolated much more than those who were 
visited. 

It is suggested that when the hospital discharge policy 
was more conservative those patients who were cut off 
from interested relatives and friends were less likely to be 
discharged and were the first to benefit from a change in 
policy. This assumes that the characteristics of their 
illness did not differ from those of patients who were 
visited. [Diagnostic criteria and clinical details are not 
given.] Christopher Wardle 


488. Borderline Schizophrenia in Chikiren: Sympto- 
matology and Course Illustrated by a Longitudinal Study 
of a Typical Case. [In English] 

B. H. Brask. Acta psychiatrica et neurologica Scan- 
dinavica [Acta psychiat. scand.] 34, 265-282, 1959. 
Bibliography. 

After a brief review of the literature on schizophrenia 
in childhood the author describes his clinical experi- 
ence at the Child Psychiatric Unit, Bespebjerg Hospital, 
Copenhagen, where a retrospective survey of the case 
records over a 5-year period revealed that 50 children 
had been admitted with “ borderline schizophrenia ”’. 
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The original diagnoses covered the whole range of psychi- 
atric disorders seen in children. The author does not 
define borderline schizophrenia, but describes one case, 
that of a boy from a broken home, who spent his first 
year of life in hospital and ‘‘ had behaved peculiarly 
from an early age”. The features in this case, which 
are considered typical of borderline schizophrenia, were: 
solitariness, eccentricity, inappropriate and uncontrolled 
affect, poor sense of reality, social and interpersonal 
gaucherie, interest in “ cosmic ”’ and abstruse sciences, 
indiscriminate collecting of objects with no sense of their 
relative value, lack of spontaneity, patchiness in intellec- 
tual performance with marked discrepancy between this 
and capacity, and a “‘ break-through of primitive impulses 
in béhaviour and imagination ”. 

The author considers that his observations in this case 
(and others not described) lend support to the hypothesis 
that the clinical picture in childhood schizophrenia is 
the result of interplay between “* defective fragmentary 
ego development ”’ and the ego’s defences against the 
anxiety of experiencing the ego defect. The manifest 
picture would depend on which dominated; if the defect 
was limited and/or the defence strong, the clinical picture 
would be of borderline schizophrenia and would fluctuate 
with changes in the external environment, as in the case 
described. 

The author emphasizes the need for follow-up studies 
of children suspected of schizophrenia, which would, in 
his view, be more reliable and fruitful than a retro- 
spective study. Christopher Wardle 


489. Vestibular Dysfunction in Childhood Schizophrenia 
E. G. CoLBert, R. R. KOEGier, and C. H. MARKHAM. 
A.M.A. Archives of General Psychiatry [A.M.A. Arch. 
gen. Psychiat. 1, 600-617, Dec., 1959. 7 figs., 49 refs. 


In this study, reported from the University of Cali- 
fornia Medical Center, Los Angeles, vestibular function 
was investigated in three groups of children: (i) 43 
schizophrenic children, (2) 18 non-schizophrenic children 
with behaviour problems, and (3) 32 normal children, the 
age and sex distribution in the three groups being com- 
parable. The clinical features and diagnostic criteria 
of the schizophrenia are described in detail. In the 
caloric test vestibular function was tested by irrigating 
the external auditory canal with water at 30° and 44° C. 
(7° above and below normal body temperature), and in 
the rotational test by spinning the subjects in a Barany 
chair. Optokinetic nystagmus was also tested. 

It was found that the children in Groups 2 and 3 had 
reactions similar to those of normal adults and are not 
further discussed. Most of the children with schizo- 
phrenia, however, showed abnormal responses to these 
tests, these including depression or absence of vestibular 
response to the caloric and rotational tests. It was noted, 
however, that vertigo was less common and that the 
results obtained in successive tests showed greater varia- 
tion in the schizophrenic than in the non-schizophrenic 
children. 

The full results are described in detail and their value in 
diagnosis discussed. The authors suggest that these 
abnormalities in vestibular function may be related to 
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two clinical phenomena seen in childhood schizo- 
phrenia, namely, walking on the toes and spontaneous 
whirling, though it is not known if these are also symp- 
toms of vestibular dysfunction. The possibility of some 
neurophysiological basis for these abnormalities is dis- 
cussed, with numerous references to the literature relating 
to this aspect of schizophrenia. B. M. Davies 


490. Serotonin (5-Hydroxtryptamine) and Acetylcho- 
line in Human Ventricular and Spinal Fluids 

W. J. Turner and E. A. Mauss. A.M.A. Archives of 
General Psychiatry [A.M.A. Arch. gen. Psychiat.) 1, 
646-650, Dec., 1959. 22 refs. 


It was shown by Gaddum (J. Physiol. (Lond.), 1953, 
121, 15P) that lysergic acid diethylamide is a powerful 
antagonist of serotonin in vitro, while Woolley and Shaw 
(Brit. med. J., 1954, 2, 122) suggested that either defici- 
ency or excess of serotonin could cause abnormalities 
in certain functions of the central nervous system. An 
investigation of the serotonin levels in the cerebrospinal 
fluid (C.S.F.) is obviously then of some importance as 
serving to confirm or refute this hypothesis, and this 
paper from New York University reports such an investi- 
gation. As imbalance between acetylcholine and cho- 
linesterase has also been implicated in causing mental 
illness the C.S.F. acetylcholine levels were also determined 
in 15 samples of ventricular fluid and 44 of C.S.F. from 
patients suffering from a wide variety of neurological and 
neurosurgical conditions (controls) and patients with 
schizophrenia. The methods of assay are described and 
the results tabulated. 

No significant difference in respect of the occurrence 
or concentration of serotonin or of acetylcholine between 
the fluids from the control group and the schizophrenic 
patients was found, although the ventricular fluid from 
one patient with catatonic schizophrenic did show a high 
level of serotonin. One-fourth of the fluids examined, 
however, exhibited a depressant action on the isolated 
heart of the clam, and the authors consider the presence 
of still unidentified physiologically active substances in 
ventricular and spinal fluids to be highly probable. - 

B. M. Davies 


491. Comparison of Sernyl with Other Drugs: Simula- 
tion of Schizophrenic Performance with Sernyl, LSD-25, 
and Amobarbital (Amytal) Sodium; I. Attention, Motor 
Function, and Proprioception 


G. RosensBAuM, B. D. Conen, E. D. Lusy, J. S. Gort- . 


Lies, and D. YELEN. A.M.A. Archives of General 
Psychiatry [|A.M.A. Arch. gen. Psychiat.] 1, 651-656, 
Dec., 1959. 3 figs., 11 refs. 


At Wayne University College of Medicine, Detroit, 
the authors have compared the effects of 1-(1-phenyl- 
cyclohexyl) piperidine monohydrochloride sernyl ’’), 
a synthetic compound with anaesthetic properties which 
produces striking psychological disturbances similar to 
the primary symptoms of schizophrenia, on 10 chronic 
schizophrenic patients with those in three groups of 
normal subjects who received respectively sernyl, lysergic 
acid diethylamide (LSD-25), and amylobarbitone. In 
all the subjects the reaction time, motor function, and 
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weight discrimination (proprioceptive acuity) were 
tested under these different conditions and the results 
then analysed. 

The schizophrenic patients and normal subjects receiving 
sernyl showed slowing of the reaction time and a deficit 
in the level and amount of motor learning. Sedation 
with amylobarbitone did not produce a similar impair- 
ment, while LSD-25 did not effect the reaction time 
but benefited motor learning. Thus sernyl simulates 
some of the defects found in schizophrenia. It is known 
that sernyl blocks proprioceptive sensations and it is 
suggested that a similar disturbance may be the patho- 
logical mechanism that causes impairment in the per- 
formance and motivation in schizophrenia. A study of 
the effects of varied amounts and types of proprioceptive 
stimulation on the performance of patients with a 
schizophrenic illness is required in order to investigate 
this hypothesis further. B. M. Davies 


492. Schizophrenia of the Later Years. (Ilosquas 
Z. I. ZyKova. Heeponamoaoeuu u IT cuxua- 
mpuu [Z. Nevropat. Psihiat.] 59, 1307-1319, No. 11, 
1959. 28 refs. 


This study of the special features’ of schizophrenia 
occurring in the later years of life, that is, after the age of 
40, is based upon the analysis of 200 cases treated in the 
psychiatric department of the Postgraduate Institute in 
Moscow. Only 10 of these cases were in men, and only 
4% developed after the age of 60, while in the women 
53°%% occurred before the menopause, 19°% during it, and . 
28°% after the menopause. The cases were classified as 
catatonic (30), paranoidal (110), and depressive-para- 
noidal (60). Of the 29 women in the catatonic group, 
the disorder began-before the menopause in 21. Of the 
paranoidal patients, 65 had hallucinations and 35 were 
paraphrenic, while 2 had secondary catatonia. 

One-third of all the patients had a family history indica- 
tive of schizophrenia in relatives, such a history being 
especially frequent in the depressive-paranoid group and 
in those in the paraphrenic stage in the paranoid group. 
The proportion of these schizophrenic patients who were 
unmarried, widowed, or divorced was larger than among 
patients suffering from other forms of insanity, a finding 
which has been observed by other authorities, a number 
of whom are quoted. Patients with the catatonic type 
of schizophrenia were liable to periodic attacks with 
remissions, as were also those with the depressive- 
paranoidal type, but the pure paranoidal type was 
progressive. 

The prognosis was better in patients in whom schizo- 
phrenia developed late than in the younger patients, 
and was also better in those with the depressive type 
without paranoid symptoms. The response to insulin 
and electric convulsion therapy was good, 52°% of the 
catatonic, 23°% of the paranoid, and 25°% of the depress- 
ive-paranoidal patients obtaining complete and pro- 
longed remissions. Late schizophrenics did not become 
so gravely demented as did younger subjects, probably 
because they had better resistance and more pronounced 
compensating mechanisms. _ L. Firman-Edwards 
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493. Recovery of Consciousness after E.C.T. [In 
English] 
R. M. Mowsray. Acta psychiatrica et neurologica 


Scandinavica {Acta psychiat. scand.| 34, 330-341, 1959. 
16 refs. 


This study, which was begun at the University of 
Manchester and completed at the University of Glasgow, 


_had as its aim the analysis of details of impairment of 


consciousness after electric convulsion therapy (E.C.T.). 
It was carried out on 30 female in-patients suffering 
from affective disorders, who received unmodified E.C.T. 
without relaxant or anaesthetic premedication. 
Questioning of the patient began when she regained 
consciousness after the shock; if she had not sponta- 
neously wakened within 5 minutes, finger-snaps were used 
to rouse her. A series of 20 questions, in groups of 5, 
were put to each patient. ‘The first group consisted of 
simple questions about personal matters such as name and 
age, while the subsequent groups contained questions 
about general orientation, memory, perception, and 
simple sums in arithmetic. If a question in the first 
group was not answered within 5 seconds it was repeated 
once; if it again remained unanswered, the next question 
was put. If no answer was given to any of the 5 questions 
in the first group, the whole group was repeated as before. 
The method is described in full detail and a list of the 
questions is reproduced. Occasionally correctly an- 
swered questions were re-introduced several times during 
the interview as a check. The interview ended when all 
questions had been answered or when 90 minutes had 
elapsed since the recovery of consciousness. 
The first question: ‘“‘ What is your name?” was 
also generally the first question correctly answered by 
the patient, the average time of doing so being 5 minutes 
after the shock. Of 23 married women, 10 gave their 
maiden names first, and such a response was independent 
of the length of time they had been married. Sometimes 
a patient continued to give her maiden name, though she 
was aware that she was married and could give her hus- 
band’s name. Other phenomena of “ autopsychic 
orientation ”’ followed in this order: marital status and 
address correctly given after an average time interval of 
8 minutes, birthplace (10 minutes), name of school 
attended (14 minutes), year of birth (18 minutes). But 
it took 48 minutes on the average before patients recalled 
their age, and some remained uncertain of it during the 
whole interrogation. Some continued to give a younger 
age, even after they had recalled their date of birth and 
knew correctly the current year. Phenomena of “ allo- 
psychic orientation” took longer to recur than auto- 
psychic phenomena, with the exception of age. Thus 
object identification took a mean time of 18 minutes, 
recall of father’s name, digit repetition, and identification 
of examiner took 20 minutes, picture description 25 
minutes, right-left orientation 35 minutes, arithmetical 
problems 45 minutes, orientation for year and repetition 
of a 20-word sentence 47 minutes, and the correct reply 
to ‘* What is today’s date? ” 51 minutes. 
This pattern of the recovery of psychological functions 
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on return to consciousness after E.C.T. was fairly con- 
sistent among the patients, as was shown by the fact that 
the rank correlations between the pattern of recovery in 
an individual and the average pattern of recovery was 
of the order of +0-7. F. K. Taylor 


494. Memory Disturbances after Electroconvulsive 
Therapy. 3. An Experimental Study of Retrograde 
Amnesia after Electroconvulsive Shock. [In English] 

B. CRONHOLM and A. LAGERGREN. Acta psychiatrica et 
neurologica Scandinavica [Acta psychiat. scand.| 34, 283- 
310, 1959. 10 figs., bibliography. 


An experiment is reported from Karolinska Institutet 
and the University of Stockholm, the object of which 
was to study the disappearance of retrograde amnesia 
after electrically induced convulsions. Each patient 
was shown a paper bearing a number from 1 to 15 
(excluding 13) which he read aloud and which the 
physician repeated after him. A time interval of 5, 15, 
or 60 seconds was then allowed to elapse before the elec- 
tric shock was given. This time interval was regarded 
as related to the hypothetical concept of consolidation 
of a memory trace. The electric shock was interpreted 
as disturbing the consolidated memory trace, thus causing 
a retrograde amnesia. The gradual restoration of the 
memory trace after the shock was tested by requests for 
recall approximately every tenth minute at first and then 
at longer intervals for a total of 36 hours. There were 
230 patients (97 men and 133 women) diagnosed as 
suffering from psychoneurosis (which included psycho- 
genic depression and psychopathic personality), endogen- 
ous depression, or schizophrenia, 83 of whom were given 
the shock after a consolidation interval of 5 seconds, 97 
after 15 seconds, and 50 after 60 seconds. [As no schizo- 
phrenic patients were tested after a consolidation interval 
of 60 seconds the effective number of patients tested was 
178 (73 men and 105 women).] 

After a consolidation time of 5 seconds about 30% 
of the psychoneurotic and depressed patients recalled the 
learned number 59 minutes after the shock, 47% after 
119 minutes, 60°% after 199 minutes, and 62% after 36 
hours. After 15 seconds’ consolidation time the corres- 
ponding percentages were 45, 59, 64, and 69, while after 
60 seconds’ consolidation time they were 58, 78, 82, and 
86. Thus the longer the consolidation time, the higher 
was the percentage of recalls at different times after the 
electric shock. Diagnostic group, age, sex, and method 
of inducing the convulsion had no demonstrable effect 
on the results. The experiment was repeated on 3 
further occasions on 125 patients (54 men and 71 women); 
with each subsequent shock the percentage of recalls 
tended to be higher than after the first shock. 

An elaborate statistical treatment, which required 
the exclusion of another 64 patients, seemed to suggest 
that the rate of recovery of the memory, trace after electric 
shock was independent of the time allowed for the con- 
solidation of the memory trace before the shock, at least 
so far as the consolidation times of 5-and 60 seconds 
were concerned. 

[The data on which this paper is based were analysed 
by the first-named author after the death of the second- 
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named, who had collected them originally. As a result 
data which were not produced by an experimental design 
that lent itself to statistical analysis have been subjected 
to elaborate, and sometimes arbitrary, statistical evalua- 
tion.] F. K. Taylor 


495. Depressive States and Drugs. II. The Study of 
Phenelzine Dihydrogen Sulfate (Nardil) in Open Psychia- 
tric Settings 

G. J. SaRwer-Foner, E. K. KorANyI, A. MESZAROS, 
and H. Graver. Canadian Medical Association Journal 
[Canad. med. Ass. J.) 81, 991-996, Dec. 15,1959. 17 refs. 


Phenelzine dihydrogen sulphate (“‘ nardil’’) was tried 
in the treatment of depression at four Montreal hospitals 
from July, 1958, to June, 1959. No suicidal or markedly 
agitated cases were included among the 39 in-patients and 
21 out-patients treated. The 46 males averaged 49 years 
of age and the 14 females 46 years. The diagnoses 
included schizophrenia, anxiety, chronic brain syndromes, 
psychotic depressions, manic-depressive reactions, schiz- 
oid personalities with depressive features, and depressive 
reactions. In addition to the drug the patients, who 
were largely oral, passive-dependent people with neurotic 
depressions, received psychotherapy, care, and support. 
The out-patients were given an average dose of 78 mg. 
and the in-patients 69 mg. per day (ranges 20 to 150 
and 10 to 200 mg. respectively), whereas the manufacturers 
recommend 45 mg. daily for initial therapy. The mean 
lengths of treatment were 63 and 39 days (ranges 7 to 120 
and 2 to 100 days) respectively. 

Of 11 anorexic patients, 8 gained from 4 to 20 lb. 
(1-8 to 9 kg.) in weight. No significant changes were 
reported in blood pressure (except in 4 cases in which it 
was raised by 15 to 25 mm. Hg), pulse, respiration rate, 
blood picture, prothrombin time, serum protein level, 
serum albumin: globulin ratio, serum bilirubin content 
(direct and indirect van den Bergh), cephalin-cholesterol 
flocculation reaction, fasting blood sugar level, and con- 
tents of the urine. Side-effects which caused marked 
discomfort included dizziness, indigestion, bitter taste, 
weakness, palpitation, sweating, tremulousness, drowsi- 
ness, insomnia, impotence, muscular stiffness, hypo- 
mania, and mania (after 30 days of oral treatment). 
Intramuscular administration gave a more rapid and 
pronounced reaction than did oral administration, but 
produced a burning sensation. 

The improvement taking place in 42 cases resembled 
those seen in any patient recovering from depression 
under any treatment. The drug was considered by 33 
patients to have “ helped” them. Of 21 patients who 
felt they were “ not helped ’’, 9 had received insufficient 
treatment. The earliest evidence of drug action occurred 
in 2 days, but in many patients no fundamental change 
occurred in the depression for from 2 to 6 weeks, most of 
those improving showing change within 4 weeks. 


G. de M. Rudolf 


496. Experimental Studies of the Placebo Response 

J. B. KNow.es and C. J. Lucas. Journal of Mental 
Science [J. ment. Sci.] 106, 231-240, Jan. [received April], 
1960. 1 fig., 20 refs. 


497. Tofranil-treatment of Endogenous Depression. 
[In English.] 

H. ANDERSEN and E. S. KRISTIANSEN. Acta psychiatrica 
et neurologica Scandinavica [Acta psychiat. scand.| 34, 
387-397, 1959. 8 refs. 


* Tofranil” (imipramine), which is allied to chlor- 
promazine, has an anti-depressive action. At Rigs- 
hospitalet, Copenhagen, it was given by mouth or intra- 
muscular injection to 85 unselected patients (27 male and 
58 female) in whom definite or probable endogenous 
depression was diagnosed. Of the 85 patients, 70 were 
cured or improved. There were no deaths in the series 
and none of the patients showed any deterioration in their 
condition. Imipramine was most effective in patients 
with mild or moderate depression, but over half of those 
suffering from severe depression also showed improve- 
ment. There was no definite relationship between the 
effects of treatment and the sex and age of the patient 
or the duration of the depression, although it appeared 
from this small trial that the response was more favour- 
able in the older patients and in those with depression 
of short duration. In nearly half the cases treatment 
lasted less than 4 weeks. In 18 it was necessary to give 
hypnotics additionally for varying periods. ~ 

Undesirable side-effects, which were not severe enough 
to interfere with treatment, occurred in nearly all the 
cases, and included increased perspiration, lowered blood 
pressure, tremor, dry mouth, and visual disturbances. 
Imipramine was withdrawn in 7 cases because icterus, 
delirium, and transient mania developed, all of which 
disappeared when treatment ceased. Mild transient 
withdrawal symptoms were observed in 15 cases and 
there were minor changes in the blood picture and in 
liver function in some, but these last always returned to 
normal. E. H. Johnson 


498. Disturbance of Motor Function during Treatment 
with Imipramine 
A. R. Foster and N. P. LANcAsTerR. British Medical 


Journal [Brit. med. J.] 2, 1452-1453, Dec. 26, 1959. 
4 refs. 


Nine examples are quoted from Barrow Hospital, 
Bristol, of cases of motor incoordination, manifested by 
falling, dysarthria, and coarse tremor, in patients taking 
the recommended therapeutic dose of imipramine hydro- 
chloride (“‘ tofranil”’) for endogenous and involutional 
depression. Clinical examination had been uniformly 
normal. Side-effects such as were already known to be 
attributable to imipramine were present, namely, dryness 
of the mouth, sweating, and disturbance of bowel func- 
tion. All disturbances ceased on withdrawal of the 
drug. One patient who ingested 1,500 mg. of imipra- 
mine in a suicidal attempt had uncontrollable movements 
of the limbs of a dystonic nature without syncope. 

It is suggested that the symptoms observed may be a 
manifestation of the dystonic motor dysfunction reported 
by Montgomery and Sutherland (Brit. med. J., 1959, 1, 
215) to occur with perphenazine. The authors conclude 
that extensive trials will be necessary before electric 
convulsion therapy is replaced as the treatment of choice 
in severely depressed patients. D. J. West 
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499. Dermabrasion: an Appraisal 

J. S. Pecum, C. M. Ripiey, B. N. A. THORNE, 
and S. L. Morrison. British Journal of Dermatology 
[Brit. J. Derm.] 71, 371-378, Nov., 1959. 3 refs. 


In this paper from the London Hospital the authors 
present an assessment of the results of abrasion of the 
skin by mechanical means (‘‘ dermabrasion’’) in 86 
available patients (out of a total of 110), of whom 11 
were treated for epithelioma and the remainder for acne 
scars, tattoo marks (accidental or deliberate), and port- 
wine stains. The details of the technique are not given 
here but were described by Pegum (Proc. roy. Soc. Med., 
1957, 50, 607); in brief, rotating steel-toothed wheels 
abrade a skin surface made rigid and anaesthetic by a 
sprayed mixture of fluorinated hydrocarbons (“ arcton ” 
or “‘ freon’), or local anaesthesia may be induced by 
means of a 2°% solution of lignocaine with adrenaline 
solution, 1:80,000, and the skin held taut. It is con- 
cluded from the results, which are presented in a series 
of tables, that dermabrasion is a useful method of treat- 
ment for acne scars and tattoo marks, but that it is of 
doubtful value in other conditions. It is pointed out 
that it is also unsatisfactory in coloured patients because 
of the bizarre and unpredictable pigmentary changes 
which may result. The follow-up period has not yet 
exceeded 2 years in any of the cases treated. 

E. W. Prosser Thomas 


500. Morphologic and Physiologic Effects of Chemo- 
therapeutic Agents in Psoriasis 

E. J. VAN Scotr and R. P. REINERTSON. Journal of 
Investigative Dermatology |J. invest. Derm.] 33, 357-369, 


Dec., 1959. 11 figs., 16 refs. 


In view of the current popularity of cytotoxic agents in 
the treatment of psoriasis an attempt has been made at 
the National Cancer Institute, Bethesda, Maryland, to 
analyse their effects. The test chemicals were selected 
on the basis of their ability to interfere with hair growth. 
The patients consisted of 18 adults (males and post- 
menopausal females) aged 30 to 76 years with severe and 
disabling psoriasis. 

Seven patients received intravenous therapy with 
methotrexate (6 cases) 0-5 to 5 mg. per kg. body weight, 
actinomycin D (3 cases) 25 yg. per kg., 5-fluorouracil (3 
cases) 5, 7-5, and 10 mg. per kg., or colchicine (1 case) 
5 mg. per kg. Aminopterin (2 cases) 0-5 to 1-0 mg. daily 
was given by mouth for 6 to 12 doses. With the first 
3 drugs increased erythema was noted within a few days, 
with less scaling, and after 2 weeks there was definite 
reduction in scaling as well, but in no case was recovery 
complete and most relapsed quickly. Similar effects 
were noted with colchicine and aminopterin, but over a 
longer period (1 to 2 months). Bone-marrow depression, 
gastro-intestinal injury, ulceration, disturbed hair growth, 


and temporary depression of spermatogenesis were 
observed in 4 cases. — 

Podophyllin, colchicine, mercury, nitrogen mustard, 
and liquor carbonis detergens were applied topically 
under an occlusive dressing to 16 patients. After the 
fourth day all were free of scales and remained so for 
6 weeks in some instances. Histological healing was in 
some cases basically similar to the usual process. How- 
ever, with podophyllin and colchicine the Malphigian 
layer showed damage within 24 hours. By 96 hours the 
stratum granulosum, although widened, was normal in 
characteristics, the stratum corneum was normally 
keratinized, there were thick tonofibrils in the upper 
Malphigian layer, and acanthosis persisted. The 
changes with mercury, nitrogen mustard, and liquor 
carbonis detergens were identical with those described 
above at 96 hours, but there was no evidence of nuclear 
damage. It would appear that the effects of these cyto- 
toxic agents is through the resultant nuclear damage and 
inhibition of epidermal hyperplasia, there being little or 
no cytoplasmic disturbance. The end-result is similar 
histologically to that obtained with the more usual 
agents such as mercury and tar. It would appear that 
since the effects achieved with cytotoxins are no better, 
if as good, as those obtained with conventional treatment, 
the risk of systemic toxicity is not warranted. . 

Allene Scott 


501. On the Psyche and Warts. I. Suggestion and 
Warts: a Review and Comment 

M. ULLMAN. Psychosomatic Medicine [Psychosom. 
Med.| 21, 473-488, Nov.—Dec., 1959. Bibliography. 


A critical survey of the literature concerning the role 
of psychological methods in the treatment of warts is 
presented from the Postgraduate Medical School and the 
New York University College of Medicine, New York, 
In assessing the effect of suggestion as a therapeutic 
agent it is relevant to take into account our inadequate 
knowledge of the pathogenesis, the variability of the 
clinical picture, and the not infrequent occurrence of 
spontaneous disappearance of warts. 

The cure of warts by suggestion is well documented in 
the folklore of many countries. This technique probably 
evokes an autonomic response leading to local changes in 
vascularity. Some authors have gone so far as to state 
that the administration of sulpharsphenamine, surgical 
techniques, and other physical measures, which often 
succeed in the treatment of warts, share the common 
factor of suggestion. Apart from the more dramatic 
methods of lay practitioners for conveying suggestion, 
hypnosis has been successfully employed medically in the 
treatment of warts. 

The author suggests that theories concerning hypnosis 
which are founded upon a basic concept of the patient’s 
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gullibility or suggestibility are of small value compared 
with those which attempt to explain the phenomena in 
terms of the doctor—patient relationship. The medical 
use of hypnosis in the therapy of warts has too often 
slavishly followed the histrionic art of the lay healer. 
Hypnotherapy can best be studied as a measure which 
induces a significant emotional experience in certain 
patients. Furthermore, it is the writer’s contention 
that the presumed autonomic responses which occur 
during the hypnotic treatment of warts may be most 
fruitfully investigated in the context of the medical 
relationship. A. Balfour Sclare 
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502. Griseofulvin in Treatment of Infections of Scalp 
Due to Microsporum canis 

M. Beare and D. MAcKENzIE. British Medical Journal 
[Brit. med. J.) 2, 1137-1140, Nov. 28, 1959. 1 fig., 7 refs. 


The results obtained with griseofulvin in the treatment 
of infections of the scalp due to Microsporum canis in 19 
children (aged 15 months to 12 years) and observations 
in 50 cases of various kinds of ringworm similarly treated 
are reported in this paper from the Royal Belfast Hospital 
for Sick Children. Cases of infection with M. audouini 
were not available for treatment.. The drug was given 
in a dosage of 0-25 g. 3 times a day for 34 to 10 weeks 
(average 6 weeks). The clinical appearances, the reac- 
tions to Wood’s light, and the results of mycological 
culture throughout the course of treatment are described. 
The findings in one unusual case (reported in detail) in 
which, by an oversight, one week’s treatment was fol- 
lowed by one week without treatment, provided an 
explanation of the effect of griseofulvin in hairs infected 
with M. canis. 

The authors state that griseofulvin in the dosage used 
is free from toxic effects. Fungal invasion of the hair 
ceases abruptly soon after the drug is administered, but 
since debris remains infected and organisms can be 
recovered over long periods, even up to 14 weeks, future 
studies should be directed towards a method for the 
removal of such debris. G. B. Mitchell-Heggs 


503. Griseofulvin in Treatment of Persistent Fungal 
Infections of the Skin 

A. J. E. Bartow, F. W. CuHattraway, G. K. HAar- 
GREAVES, and C. J. La Toucue. British Medical Journal 
[Brit. med. J.] 2, 1141-1143, Nov. 28, 1959. 6 refs. 


In this paper from the Departments of Dermatology at 
the Royal Infirmary, Huddersfield, and the General 
Infirmary at Leeds the experience of two independent 
groups of observers in the treatment with griseofulvin of 
persistent fungal infections of the skin is reported. Of 
the 34 patients, 26 had long-standing infection of multiple 
nails and skin by Trichophyton rubrum, previously resist- 
ant even to surgical avulsion of the nails. The methods 
of treatment in various types of ringworm, the dosage of 
griseofulvin administered, the clinical appearances, the 
results of microscopical and pathological examination, 
and the side-reactions are described. 


The authors found it difficult to draw conclusions from 
the small series of widely different infections treated. 
They consider that treatment should be prolonged, par- 
ticularly in the case of nail infections since there is no 
desquamation, and that it might be necessary to continue 
this for the months essential for the infection to be carried 
beyond the face edge of the nail. They suggest that a 
combination of surgical removal of the nails with 
administration of griseofulvin systemically and possibly | 
subsequent use of topical fungicide would, in the present 
state of our knowledge, afford the best chance of cure. 

G. B. Mitchell-Heggs 


504. Griseofulvin for the Systemic Treatment of Der- 
matomycoses 

H. Biank, J. G. SmitH Jr., F. J. RoTH Jr., and N. ZAtas. 
Journal of the American Medical Association {[J. Amer. 
med. Ass.| 171, 2168-2173, Dec. 19, 1959. 7 figs., 15 
refs. 


The authors report from the University of Miami 
School of Medicine, Florida, the results in 200 cases of 
superficial fungus infection (311 sites of major involve- 
ment) which were treated with griseofulvin in doses of 
0-5 to 1 g. daily by mouth. The organism most fre- 
quently isolated was Trichophyton rubrum (185 sites). 

In lesions of the skin relief from pruritus was generally 
obtained within 2 to 4 days, with a somewhat longer 
time for the thicker skin of the palms and soles. Nega- 
tive cultures and clinical cure were obtained in lesions of 
the trunk after 2 to 3 weeks, those on the hands, feet, and 
hair after 4 to 8 weeks, and on the nails after 4 to 6 
months. Relapse occurred in 6 cases of infection of the 
trunk after cessation of treatment, but in 5 of these there 
was involvement of the nails which had not been con- 
tinuously treated. It is recommended that in ringworm 
of the scalp the hair should be clipped after 3 weeks’ 
treatment in order to remove the infected distal ends. 
Although this is a precautionary measure, there was no 
evidence in this series that it was necessary. Griseoful- 
vin was curative in almost 100°% of cases of infection 
due to Trichophyton, Epidermophyton, and Microsporum 
species, but it had no effect on bacterial or monilial infec- 
tions, and the presence of Candida albicans in a mixed 
infection appeared to inhibit its effect unless local treat- 
ment against this organism was instituted at the same 
time. It is therefore important that an accurate diagno- 
sis be made before beginning treatment. In the present 
series there was no evidence of any toxic effects of the 
drug in the dosage given, but until more evidence is 
available periodic blood counts during prolonged therapy 
are recommended. E. H. Johnson 


505. Toxicological Studies and Effectiveness of Griseo- 
fulvin in Dermatomycosis 

C. H. McCutstIon Jr., M. G. LAwLis, and B. B. Gon- 
ZALEZ. Journal of the American Medical Association 
[J. Amer. med. Ass.] 171, 2174-2180, Dec. 19, 1959. 4 
figs., 9 refs. 


The results in 29 cases of tinea capitis or corporis and 
in 3 of tinea involving the nails which were treated with 
griseofulvin in a dosage of 0-5 to 1 g. daily by mouth are 
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reported in this paper from Baylor University Post- 
graduate School of Medicine, Austin, Texas. The 
causative organisms, identified in 26 cases, were as 
follows: Microsporum audouini (5 cases), M. canis (2), 
Trichophyton tonsurans (12), T. violaceum (1), T. schoen- 
leini (1), T. rubrum (4), and Candida parakrusei (1). 


_ Details of all 32 cases are tabulated. 


Griseofulvin had no effect at all on the one case of 
Candida infection, but all except one of the cases of tinea 
were cured, the exception being a female patient who 
refused to have her hair cut short. The 3 cases of ony- 
chomycosis are still under treatment. The cases of tinea 
were treated for an ayerage period of 6 weeks. 

The only significant change revealed by the numerous 
laboratory tests performed was a transient shift to the 
right in the peripheral leucocyte count; although the 
total leucocyte count was not affected during therapy, it 
showed a significant rise 6 weeks after discontinuance of 
griseofulvin. It is noted that in one case a staphylococcal 
infection arising during treatment did not prevent the 
normal shift to the left of the total leucocyte count. 

E. H. Johnson 


506. Tinea Pedis in a Group of Schoolchildren 

M. J. MARPLEs and E. N. CHAPMAN. British Journal of 
Dermatology (Brit. J. Derm.| 71, 413-421, Dec., 1959. 
13 refs. 


The authors report from the University of Oto the 
results in 387 school-children attending an intermediate 
school in Dunedin, New Zealand, who were investigated 
during 1957 for the presence of tinea pedis. Their ages 
ranged from 11 to 14 years, although more than half 
(220) were in their thirteenth year. The school concerned 
had a reputation for prowess in swimming and one of the 
objects of the study was to determine whether there was a 
connexion between this activity and the incidence of 
tinea pedis. 

Examination showed that 69-3°% of the children had 
scaling and maceration of one or more interdigital spaces 
of the foot. The over-all incidence of pathogenic fungus 
was only 5-9%, being 2°5°%% of those with apparently 
normal skin between the toes and rising to 7-5°% in those 
with abnormal interspaces. There was no difference in 
the incidence of tinea pedis between girls (203 in number) 
and boys (184), nor did it differ significantly between 
age groups. The commonest fungus isolated was 
Trichophyton mentagrophytes, and non-pathogenic yeasts 
were found in 23% of the interspaces. Of 201 children 
who were examined bacteriologically, a coagulase-positive 
staphylococcus was isolated from the interdigital spaces 
in 2-5°%, and of 90 children tested by nasal-swab examina- 
tion, 14-49% showed the presence of pathogenic staphylo- 
cocci. In only 3-3°%, however, were pathogenic staphylo- 
cocci isolated from both the nose and the interdigital 
spaces. Although 40°% of the children were frequent 
swimmers and 29°%% were non-swimmers no relationship 
could be demonstrated between the presence of fungi and 
the child’s swimming habits, nor with the type of foot- 
wear worn, the pH of the interdigital spaces, the child’s 
personal foot hygiene, or the father’s military service 
—investigated because many New Zealand service- 
men suffered from tinea during and after the war. 


The authors suggest that scaling and maceration of the 
skin probably appear first and that the damaged skin is 
then colonized by pathogenic fungi. Pathogenic sta- 
phylococci may later also colonize the skin and may be 
responsible for exacerbation of symptoms. They con- 
clude that clinical abnormality of the interdigital skin is 
not necessarily associated with fungal infection. 

P. T. Main 


507. Chronic Paronychia. A Mycological and Bac- 
teriological Study 

R. H. Marten. British Journal of Dermatology [Brit. 
J. Derm.] 71, 422-426, Dec., 1959. 3 refs. 


The author, writing from King’s College Hospital, 
London, describes a mycological and bacteriological 
study carried out on 34 cases of typical chronic parony- 
chia. In 33 of these Candida albicans was cultured from 
the affected nail folds at the first attempt and from the 
remaining case at the second. There was no consistent 
correlation between the number of C. albicans present 
and the state of the paronychia. In a small number of 
patients with chronic paronychia the normal nail folds 
were examined for the presence of Candida, but with 
negative results. Of 29 patients in whom cultures of the 
skin of the interdigital clefts were made C. albicans was 
found in 9, although the skin in these cases appeared to 
be normal. 

A study of the bacterial flora of the affected nail folds 
of all the patients showed that the commonest organisms 
were Escherichia coli (29 cases), Proteus vulgaris.(20), and 
enterococci (10), while other intestinal bacteria were 
frequently found. Other organisms present included 
Staphylococcus aureus (7 cases), coagulase-negative 
staphylococci (14), and diphtheroids (18). In cultures 
of the faeces in 18 cases P. vulgaris was recovered in 15, 
in 10 of which typing showed that the strain from the 
nail fold was identical with that isolated from the faeces. 
From rectal swabs taken from 18 patients C. albicans 
was isolated in 9 cases, while in mouth swabs from 17 
patients C. albicans was found in 13. It is thought 
possible that a larger number of positive results would 
have been obtained if specimens of faeces had been 
examined instead of rectal swabs. In regard to site, the 
right middle finger was most frequently affected and it 
was also the most common first site of infection; it is 
considered probable that it is infected following defae- 
cation. 

Treatment with nystatin, 500,000 units three times 
daily for several months, in 5 patients known to be har- 
bouring C. albicans in the intestine failed to produce any 
dramatic improvement in the state of their paronychia. 
In this series 5 out of 20 female patients complained of 
vaginal discharge, but in none of these was there evidence 
of vaginal moniliasis. P.T. Main 


508. Treatment of Cutaneous Trichophyton rubrum 
Infection with Human Immune Globulin 

D. G. Linpsay, S. W. Becker, and J. W. WILSON. 
A.M.A. Archives of Dermatology [A.M.A. Arch. Derm.] 
81, 586-590, April, 1960. 11 refs. 
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NEONATAL DISORDERS AND 
PREMATURITY 


509. Recognition of Spontaneous Pneumothorax in 
Premature Infants 

L. O. Luscuenco. Pediatrics [Pediatrics] 24, 996-1004, 
Dec., 1959. 4 figs., 20 refs. 


Spontaneous pneumothorax in the neonatal period 
might be expected to occur more frequently in premature 
than in full-term infants, but a review of some of the 
literature has not shown this to be the case. An analysis 
of the case histories of 27 infants in whom spontaneous 
pneumothorax occurred during their initial stay at 
Colorado General Hospital, Denver, showed that 17 
were premature. The age at onset of pneumothorax 
varied with the degree of prematurity. In infants weigh- 
ing less than 1,500 g. at birth pneumothorax developed 
late (average 24 days); in infants weighing between 1,500 
and 2,500 g. at birth a pneumothorax developed about the 
fifth day; in full-term babies symptoms were observed 
soon after birth. [No satisfactory explanation for this 
is advanced. ] 

Clinically, the infants had symptoms of respiratory 
distress alternating with periods of unusual activity, the 
latter being considered to be due to hypoxia. Symptoms 
became more marked when the child was fed, sometimes 
progressing to apnoea. Abnormal physical signs were 
not frequent. Aspiration of the air was required in only 
5 of the 27 infants; in the others oxygen and antibiotics 
were given. The author emphasizes the importance of 
radiological examination of the chest in infants with 
respiratory symptoms. John Rendle-Short 


510. Fatal Circulatory Collapse in Premature Infants 
Receiving Chloramphenicol 

L. E. Burns, J. E. HODGMAN, and A. B. Cass. New 
England Journal of Medicine [New Engl. J. Med.| 261, 
1318-1321, Dec. 24, 1959. 2 figs., 20 refs. 


The investigation herein reported was designed to 
determine the part played by antibiotics in the higher 
mortality among premature infants born 24 hours or 
longer after spontaneous rupture of the membranes 
than in similar infants whose membranes rupture at 
birth. Between March, 1958, and February, 1959, at 
Los Angeles County Hospital, California, all premature 
infants born 24 hours or longer after rupture of the mem- 
branes were assigned to one of 4 different groups: 
Group | received no antibiotics, Group 2 received chlor- 
amphenicol prophylactically, Group 3 penicillin and 
streptomycin, and Group 4 received all three antibiotics. 
The mortality rates in Groups 1 and 3 were similar, but 
the infants in Group 3 had rather more gastro-intestinal 
symptoms than those in Group 1. The mortality 
among the infants in Groups 2 and 4, who received 
chloramphenicol, was strikingly higher, 60°%: and 68% 
respectively compared with 19% in Group 1 and 18% 


in Group 3. The clinical course in fatal cases in Groups 
2 and 4 was similar, gastro-intestinal symptoms being 
followed by circulatory collapse and death. The blood 
level of chloramphenicol showed a marked and continu- 
ous rise, and when the antibiotic was withdrawn the 
symptoms abated. 

The authors consider that these toxic effects are due to 
the high blood level of chloramphenicol which results 
from poor liver function with deficient glucuronide con- 
jugation and diminished renal function in the premature 
infant. In their view the routine prophylactic adminis- 
tration of antibiotics to these infants should be dis- 
continued. Winston Turner 


511. Circulatory Adjustments in the Initial Neonatal 
Period 

J. A. Low, M. M. Spivak, and J. E. Kapsos. Canadian 
Medical Association Journal (Canad. med. Ass. J.) 82, 
70-72, Jan. 9, 1960. 10 refs. ; 


The haemoglobin and haematocrit values in capillary 
and venous blood during the first day of life have been 
determined in 20 normal babies delivered at the Toronto 
General Hospital. In 10 cases blood was obtained from 
the umbilical vein, heel capillaries, and femoral vein at 
birth and from the heel capillary system at 24 hours; in 
the other 10 blood was obtained from the umbilical vein 
and heel capillary system at birth, and from the femoral 
vein and heel capillaries at 24 hours. The difference in 
values between samples from the umbilical and femoral 
veins was remarkably constant, the haemoglobin value 
of the latter being 1 to 1-5 g. per 100 ml. higher than the 
former. This difference is thought to be accounted for 
by a shift of fluid into the extracellular spaces associated 
with the rising blood pressure after birth. 

The haemoglobin value in heel capillary blood within 
one hour of birth exceeded that in femoral venous blood 
by 1-8 g. per 100 ml., probably indicating the presence of 
peripheral vasoconstriction. The difference at the end 
of 24 hours, however, was only half this figure, suggesting 
that though still present the peripheral vasoconstriction 
was less marked. The mean haemoglobin values in 
femoral venous blood within one hour of birth and at 
24 hours were the same. The results suggest that the 
circulatory adjustments in the newborn are largely con- 
fined to the peripheral circulation. R. M. Todd 


512. Prevention of Staphylococcal Sepsis in a Maternity 
Hospital by Means of Hexachlorophane 

K. Simpson, R. C. Tozer, and W. A. GILLEsPiE. British 
Medical Journal [Brit. med. J. 1, 315-317, Jan. 30, 1960. 
2 figs., 3 refs. 


An earlier investigation at the Bristol Maternity Hos- 
pital showed that the repeated application of hexachloro- 
phane dusting powder to the umbilicus and the front of 
the abdomen greatly reduced staphylococcal colonization 
of, and cross-infection in, newborn infants (Gillespie 


162 


; 
We 
W 


PAEDIATRICS 163 


et al., Lancet, 1958, 2, 1075; Abstr. Wld Med., 1959, 25, 
212). This work has been extended and modified and it 
is now found that still better results can be obtained by 
starting the treatment before the infant enters the nursery 
[there is little “*‘ rooming-in” at the hospital] and by 
treating the whole trunk, including the groins, perineum, 
and axillae. Not only has the incidence of skin infection 
been reduced among infants, but there has also been a 
considerable reduction in the incidence of staphylococcal 
breast abscesses in the mothers. In a nursery where the 
infants’ skin was not treated with hexachlorophane [or 
other antiseptic] 7-3°% of 464 infants developed skin sep- 
sis; when the front of the abdomen and the umbilicus 
were so treated the incidence of skin infection fell to 2% 


of 343 infants, and when the whole trunk was treated the 


incidence fell to 0-9°% in 554 infants. Changes in nursery 
techniques alone, including wearing of gowns and masks, 
failed to reduce the infection rate. John Lorber 


CLINICAL PAEDIATRICS 


513. Lymphadenitis in Children Due to Paratuber- 
culosis Bacilli (Atypical Chromogens). (Adénites de 
Venfant _a4 bacilles paratuberculeux (chromogénes 
atypiques)) 

H. Nourrcarp, H. E. Brissaup, and F. LACASssIE. 
Archives frangaises de pédiatrie [Arch. frang. Pédiat.| 16, 
877-889, 1959. 3 figs., 20 refs. 


The authors consider that cases of lymphadenitis 
due to paratuberculosis bacilli (atypical chromogens) are 
not very uncommon in France, but are rarely recognized, 
and are often mistaken for tuberculous adenitis. The 
distinction is important because adenitis due to atypical 
chromogens is more benign, the lesions remaining purely 
local, while treatment is different because these organ- 
isms are generally insensitive to the usual antituberculous 
drugs. Systemic steroid treatment, however, is thought 
to be helpful. Infection by these bacteria does not pro- 
tect against fresh exogenous tuberculous infection. 
Having found only 28 cases in children published in the 
literature the authors, working at the Salpétriére Hos- 
pital, Paris, and the French National Institute of Hygiene, 
now describe 11 cases of their own. Eight of these were 
in children under 24 years of age. 

Typically, the onset of the disease is insidious, affecting 
a single lymph node or a group of nodes in the neck or 
face. Involvement may subsequently become massive, 
yet remaining unilateral. There are no constitutional 
symptoms, even when an abscess forms leading to fistula. 
The tuberculin reaction is weakly positive. Acid-fast 
bacilli can be recovered from aspirated pus. On egg 
media these organisms produce intensely orange colonies. 
The morphological characteristics of these atypical 
chromogens vary in different degrees from true tubercle 
bacilli, but their most important feature is the absence 
of pathogenicity to laboratory animals. In particular, 
they can cause only local lesions in guinea-pigs and often 
none at allin mice. The source of infection is unknown. 
No evidence of contact with tuberculosis was found. 

John Lorber 


514. Evening Colic in Infants: a Double-blind Trial of 
Dicyclomine Hydrochloride 

R. S. ILtincwortu. Lancet [Lancet] 2, 1119-1120, 
Dec. 19, 1959. 3 refs. 


Evening colic is a condition in which otherwise healthy 
thriving infants cry in the evening, usually between the 
hours of 6 p.m. and 10 p.m. On the assumption that 
this condition might respond to administration of an 
anticholinergic drug the author carried out a double- 
blind controlled trial of dicyclomine hydrochloride 
(“‘ merbentyl”’) in 20 infants at the Well-baby Clinic, 
Jessop Hospital, Sheffield. The children were given 
either the active drug or a placebo for one week, when 
they were seen again and the mothers’ remarks about 
the colic were recorded. The children then received the 
alternative drug for a further week (the placebo if the 
active drug was given the previous week, and vice versa). 
The observer was not aware of the order in which the 
drugs had been given until after the end of the trial. 

In none of the infants did the condition become worse 
with either preparation; some of the infants benefited 
from the active drug. The author concludes that di- 
cyclomine hydrochloride is a drug of considerable value 
in evening colic. 

An incidental finding was that for some inexplicable 
reason the incidence of evening colic in infants has fallen 
over the last few years. John Rendle-Short 


515. Carcinoma of the Thyroid in Children 
G. Crite Jr. Annals of Surgery [Ann. Surg.] 150, 959- 
964, Dec., 1959. 4 refs. 


In a study of 18 cases of carcinoma of the thyroid 
gland in children of 15 years or less at the Cleveland Clinic, 
Cleveland, Ohio, the author found that in 17 the tumour 
was predominantly papillary in type. In the remaining 
case it was of the follicular pattern. He points out that 
the disease seems to be more malignant in children than 
in adults, but reports a survival time of more than 5 
years in 7 cases. 

Eleven of 14 patients of whom the inquiry was made 
had received some form of radiation to the head and neck 
area in the first 4 years of life, but it is suggested that the 
increased incidence of cancer may be due not to the 
radiation, but to the fact that cancer and hyperplasia of 
the lymphoid tissue, for which the radiation was given, 
have acommon cause. 

Routine total thyroidectomy and conventional block 
dissection with removal of the sternomastoid muscle are 
condemned and the importance stressed in treatment of 
suppressing the secretion of thyroid stimulating hormone 
by feeding thyroid (which children tolerate well even in 
a dosage of 3 grains (0-2 g.) daily). Guy Blackburn 


516. Medical Aspects of a Comprehensive Survey of | 
Cerebral Palsy 


R. G. MitcHett. Cerebral Palsy Bulletin [Cerebral 
Palsy Bull.) 32-41, No. 7, 1959. 1 fig., 14 refs. 


During the years 1955 to 1957 a survey was carried 
out in an area of Eastern Scotland, which included the 
City of Dundee and the counties of Angus, Perth, and 
Kinross, of all patients under 21 with cerebral palsy, 
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numbering 240. In this paper from the University of 
St. Andrews, Queen’s College, Dundee, some medical 
aspects of the survey are briefly discussed. The patients 
were classified according to the type of palsy present as. 


follows: spasticity 188; athetosis 18; ataxia 4; tremor - 


1; hypotonia 3; mixed types 23; and unclassified 3. 
An attempt was made to distinguish the various grades 
of the cerebral diplegic syndrome from each other and 
from a form of spastic tetraplegia with mental defect, 
probably developmental in origin. The survey revealed 
a close association between prematurity and cerebral 
diplegia. Advanced maternal age and forceps delivery 
appeared to be important factors in the aetiology of 
cerebral palsy, especially of the athetoid type. Primi- 
parity, however, showed no relationship to the type of 
cerebral palsy, except possibly the athetoid. Of the 240 
cases, 29 (12-1°%) were postnatal in origin, the commonest 
causes being acute infantile hemiplegia, kernicterus, and 
meningitis. The disability was graded as mild in 42-7%, 
moderate in 34-8%%, and severe in 22:5%. 
Janet Q. Ballantine 


517. The Relationship of School Phobia to Childhood 
Depression 

S. AGras. American Journal of Psychiatry [Amer. J. 
Psychiat.) 116, 533-536, Dec., 1959. 12 refs. 


In this paper from the Children’s Hospital, Montreal, 
the author describes 7 cases of school phobia which, he 
considers, lend support to the view that this condition is 
frequently associated with affective disorders and is a 
mode of presentation of such disorders in childhood. 
The patients, 3 girls and 4 boys, aged 6 to 12 years, 
expressed fear of part of the school situation or showed 
“inability to go to school”. Depressive features were 
observed in 6; the remaining patient was “ markedly 
overcheerful in an inappropriate manner” and had 
several attacks of violent hyperactive behaviour. Hypo- 
chondriacal complaints, death wishes, fears of death, and 
paranoid features were noted in a varying number of the 
patients. Of the 7 mothers, 6 showed signs of overt 
depression; 5 had had depressive episodes, although 
only 2 had sought psychiatric advice. One father had 
been in hospital on several occasions for depressive 
psychosis, 3 had had bouts of alcoholism, 3 were regarded 
as inadequate, and one had deserted his family. [No 
indication is given of the way the various characteristics 
are combined in individual cases, so that they may all 
refer to 3 cases or, alternatively, all the fathers may have 
been abnormal. The same criticism applies to the 
data about the children and the mothers.] It is suggested 
that the basis of school phobia is depressive anxiety and 
that there is a family history of affective disorder. Chil- 
dren with school phobia, like those with other manifesta- 
tions of childhood depression, come from a characteristic 
type of family in which the individuals cannot tolerate 
the unpleasant aspects of reality or unpleasant emotions 
and anxieties about the outside world, and depressive 
ruminations are transmitted from one family member to 
another. 

[While the cases reported support these views to some 
extent, no indication is given of how they were selected, 
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and the assessment of the affective states of father, 
mother, and child were all based on the subjective 
evaluation of one interviewer.] Christopher Wardle 


518. The Outcome of School Phobia: a Follow-up 
Study Based on 41 Cases 

A. RoprIGUEZ, M. RopriGuez, and L. EISENBERG. 
American Journal of Psychiatry [Amer. J. Psychiat.) 116, 
540-544, Dec., 1959. 10 refs. 


School phobia is defined as a partial or total inability 
to go to school. It is accompanied by anxiety symptoms 
when attendance at school is imminent and often by 
expressions of dread of some aspect of the school situa- 
tion, although appropriate modification of this situation 
or change of school is rarely effective in relieving the 
phobia. It is not a disease entity, but a symptom which 
may be reactive to a situation or indicative of severe 
mental illness. There are, at present, two approaches 
to the treatment of school phobia: (1) no pressure is 
exerted to attend school during psychotherapy, which is 
followed by “ a planned return when the child is ready ”’; 
and (2) early return to school is insisted upon, unless 
psychiatric assessment reveals severe mental illness, 
psychotherapy being given concurrently. 

The authors describe the results obtained with the 
second method of treatment in 41 children (14 girls and 27 
boys, aged 5 to 13 years), representing the total number 
with school phobia seen at the Children’s Psychiatric 
Service, Johns Hopkins Hospital, Baltimore, between 
1952 and 1958. Some three-quarters of the children 
received treatment for less than 4 months; only 9 were 
seen more than 12 times. The period of follow-up was 
more than 15 months in all cases and averaged 3 years. 
Of the 41 children, 29 were attending school regularly 
at the time of follow-up. The results were significantly 
better in younger children; of 27 under 11 years, 24 were 
attending school regularly, compared with 5 of the 14 
aged 11 and over. Contrary to the expectations of the 
critics of this method of treatment, there was no evidence 
that other symptoms were substituted on return to school. 
Of the 29 attending school regularly, 23 were symptom- 
free, 3 showed aggressive behaviour, and 3 were failing 
academically; none showed symptoms of anxiety. 

Factors which appeared to contribute to failure in 12 
cases were severe psychiatric illness in the patient or 
psychiatric disturbance in a parent. In 2 cases failure 
was attributed to the cessation of attendance at the clinic, 
the parents obtaining medical certificates to the effect that 
the child was too nervous to attend school and required 
home tuition. Although the children in whom treatment 
was unsuccessful had been emotionally disturbed much 
longer than the others, there was no correlation between 
the outcome and the length of time away from school 
before treatment started. It is emphasized that insist- 
ence on prompt return to school is of therapeutic value, 
since it indicates that the child is considered to be basic- 
ally healthy and that the dangers in the school situation 
are imagined. It also quickly reveals the mutual anxiety 
of parent and child about separation, which is regarded as 
underlying the symptom complex. 
Christopher Wardle 
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519. Concordance of Smoking Habits in Monozygotic 
and Dizygotic Twins 

G. F. Topp and J. I. MAson. Heredity [Heredity] 13, 
417-433, Nov., 1959 [received Jan., 1960]. 5 refs. 


This report from the Tobacco Manufacturers’ Standing 
Committee, London, is based on the answers to a ques- 
tionary prepared by Fisher, who suggested the investi- 
gation. 

The questions were sent or given to adult male twins 
on the list kept by the Institute of Human Genetics, 
Minster. Answers were received from 19 pairs of 
twins from Tiibingen, 32 pairs from Berlin, and 33 pairs 
from Frankfurt-am-Main; of these, 15, 21, and 16 pairs 
respectively were monozygotic: so there were altogether 
104 members of monozygotic and 64 members of 
dizygotic twin pairs. Tabulated data show the age, 
town, proximity of residence to his twin, and past and 
present smoking habits for each man. 

However the smoking habits were classified, and whe- 
ther into 2 or as many as 17 categories, like habits 
occurred in monozygotic more often than in dizygotic 
twin pairs. ‘* Although the data were not designed for 
the application of chi-square tests, the formal probabili- 
ties of getting as great or greater departures from those 
expected on the null hypothesis of equal concordance 
supply satisfactory indications that the disparity of 
proportions observable between the two classes of twins 
is not reasonably ascribable to chance.” Factors such 
as selection, age, and proximity of residence, which 
might account for the concordance, are examined and 
discounted. The authors conclude that smoking habits 
are influenced by hereditary factors. G.C. R. Morris 


520. A Further Contribution to the Genetics of Made- 
lung’s Deformity. (Ulteriore contributo alla genetica 
della deformita di Madelung) 

G. Monastero and I. MANDALA. Acta geneticae 
medicae et gemellologiae [Acta Genet. med. (Roma)} 8, 
443-454, Oct., 1959. 17 figs., 12 refs. 


The authors of this paper from the University of 
Palermo describe two families, in each of which there was 
a patient with Madelung’s deformity of the wrist. In 
each family only the propositus had the full deformity. 
However, radiographs of the wrists of their relatives 
showed that the mothers, some of the brothers and sisters, 
and some of the aunts of the propositi had minor degrees 
of the deformity. This included some degree of hypo- 
plasia of the medial side of the distal epiphysis of the 
radius and a mild degree of dorsal subluxation of the 
lower end of the ulna. [These minor degrees of the mal- 
formation are well illustrated in the radiographs published 
in the paper.] 

The authors note that when account is taken of these 
minor manifestations the family pattern is clearly that 
due to an autosomal mutant gene with variable manifesta- 
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tion in the heterozygote. There is some degree of sex- 
determination, females being more severely affected than 
males. C. O. Carter 


521. The Chromosomes in a Case of Pure Gonadal 
Dysgenesis 


D. G. HARNDEN and J. S. S. Stewart. British Medical 


Journal (Brit. med. J.) 2, 1285-1287, Dec. 12, 1959. 
1 fig., 14 refs. 


The case is described of a tall, eunuchoid female aged 
19, with primary amenorrhoea. The breasts were un- 
developed, the external genitalia normal; pubic and 
axillary hair was scanty. The uterus was of normal size. 
No ovary could be felt per vaginam. Urinary gonado- 
trophin excretion was increased. Administration of 
oestrogens produced breast development and withdrawal 
bleeding. 

The cells in a skin biopsy were chromatin-negative, as 
were those in an oral mucosal smear. The leucocytes 
showed no drumsticks. The chromosomes were counted 
in cells from this and another skin biopsy grown in tissue 
culture and treated with colchicine according to the tech- 
nique described by Harnden (Brit. J. exp. Path., 1960, 41, 
31) and the sex chromosomes were XY, so the chromo- 
some pattern was that of a normal male. 

The absence of gonads was not proved by laparotomy, 
and the possibility that cells of other chromosome pat- 
tern also existed (in a mosaic) could not be excluded. 
The authors argue that “ pure gonadal dysgenesis” is 
the best description of this case. They suggest that a 
failure of development of the gonads in early embryonic 
life, whether the genetic sex be male or female, leads to 
female morphogenesis. G. C. R. Morris 


522. The Chromosomes of a True H 
D. G. HARNDEN and C. N. ARMSTRONG. British Medical 


Journal [Brit. med. J.] 2, 1287-1288, Dec. 12, 1959. 
1 fig., 6 refs. 


This paper describes a patient aged 70 who had 
lived as a female. The distribution of hair was male, the 
breasts were undeveloped, and the external genitalia 
partly masculinized. The left gonad was an ovary, the 
right predominantly a testis; nuclei in both of them and 
in the uterus, vas deferens, skin, and oral mucosa were 
chromatin-positive. 

Skin biopsies from each arm provided four tissue cul- 
tures, which grew slowly. The number of chromosomes 
in the cells of each culture was 46 and the sex 
chromosomes were XX (the normal female pattern). 
An abnormally long chromosome in a few cells of one 
culture could be explained as a reciprocal translocation 
between two autosomes, occurring during the culture. 

The case is discussed with emphasis on the existence 
of factors in sex differentiation which may outweigh 
genetic sex determination. G. C. R. Morris 
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523. Marital Status and Major Causes of Death in 
Women 

J. B. Zacoxar. Journal of Chronic Diseases [J. chron. 
Dis.) 11, 50-60, Jan., 1960. 11 refs. 


The excess mortality of single as compared with mar- 
ried women is usually considered to be the result of two 
factors—first, that single women include a proportion of 
unhealthy persons who failed to marry for that reason; 
and second, that the environment of the single is less 
favourable than that of the married. The author ques- 
tions the validity of the latter hypothesis and, from the 
statistical analysis he presents of mortality rates in the 
United States, concludes that it is untrue. It depends, 
apparently, on how one defines “ married”. Most 
workers classify their data as single, married, widowed, 
and divorced, and then compare the death rates of the 
single, widowed, and divorced groups against the married 
as standard. The author decries this, and considers 
that the comparison should be between only two groups, 
the single and the rest—the “ ever married ”’. 

From the United States 1950 Census material for white 
females he shows that the percentage of widowed and 
divorced in this ‘ever-married group increases with 
increasing age; it is nearly 60°% at age 70 to 74 and 92% 
at ages 85 and over. On the assumption [the author’s] 
that the environment of widowed and divorced women is 
similar to that of single women, this progressive domin- 
ance of the married group by widowed and divorced 
women entails that the environment of the single and 
married groups should become progressively similar 
also and, as a result, one would expect the mortality of 
single women to decline with age to the same level as 
that of the ever-married group. When this hypothesis 
was tested by an analysis of the age-specific death rates 
of white females in the United States for the triennium 
1949-51, this expected pattern did not emerge. Between 
ages 60 and 74 the general mortality of single women was 
less than that of the ever-married, with some slight 
excess at the older ages. From diabetes and cirrhosis 
of the liver their mortality was consistently lower from 
age 45 (more than 50% at some ages) and from the cardio- 
vascular—renal group they were at an advantage between 
ages 55 and 74. For some other major causes of death, 
also, the age trend of mortality was not in agreement 
with the hypothesis, and the conclusion drawn is “ that 
the environment of single women is not necessarily un- 
favourable in comparison to that of ever-married 
women ”’. 

{Kraus and Lilienfeld (J. chron. Dis., 1959, 10, 207; 
Abstr. Wild Med., 1960, 27, 247) showed the mortality 
of widowed and divorced white females in the same 
triennium to be consistently higher at every age than that 
of single women, which in turn was consistently higher 
than that of women still married at death. The infer- 
ence would seem to be that the environment of the 
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widowed and divorced is not similar to, but worse than, 
that of single women, and that in the present author’s 
ever-married group it is the predominance of the widowed 
and divorced from age 70 onwards which produces the 
excess mortality of that group compared with the single 
women. Indeed, what advantage this omnibus ever- 
married group has over the separate analysis of its 
constituent parts—single, married, widowed and divorced 
—escapes the abstracter. The disadvantages of the tor- 
tuous argument it involves are, however, very apparent.] 
E. Lewis-Faning 


524. The Occurrence of Cancer in Husbands and Wives 
F. A. Nasu. British Journal of Cancer [Brit. J. Cancer] 
13, 577-587, Dec., 1959 [received March, 1960]. 3 figs., 
5 refs. 


This investigation attempts to answer the question 
*“*How important are shared domestic environmental 
factors in the aetiology of cancers?” To eliminate 
family genetic factors a study was made of the causes of 
death of husbands and wives. The material consisted 
of 417 widows who died from cancer (** cancer widows ”’) 
and their husbands, the causes of all the deaths being 
known. A carefully matched control group of 455 
widows who did not die from cancer (non-cancer widows) 
together with their husbands, the causes of whose deaths 
were also known, was used for comparison. The cancer 
widows and control widows were closely comparable in 
respect of age, social class, place of residence, date of 
death, etc. 

It was found that 20% of the husbands of cancer 
widows died from cancer. The percentage of husbands 
of non-cancer widows who died from cancer was 20-6°%. 
It is concluded that, as cancer in the husbands of women 
who died from cancer was no more frequent than cancer 
in the husbands of women who did not die from cancer, 
then it is unlikely that shared domestic environmental 
factors are important carcinogenic agents for the time, 
places and people in this study. 

An appendix describes the observed percentage of 
cancers of identical sites in cancer widows and their 
husbands and compares these with the findings in the 
group of non-cancer widows and their husbands.— 
[Author’s summary.] 


525. The Genesis and Spread of a Hospital Staphylo- 
coccal Epidemic on an Adult Medical Ward 

R. A. VoceL, Y. J. Trotter, J. H. SHINABERGER, and 
J. E. McCroan. New England Journal of Medicine 
[New Engl. J. Med.| 261, 1301-1309, Dec. 24, 1959. 
6 figs., 29 refs. 


A severe outbreak of staphylococcal infection due to 
Staphylococcus aureus with the phage pattern 52/52A/80 
began during September, 1957, in the Veterans Adminis- 
tration Hospital, Atlanta, Georgia, and during the sub- 
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sequent 10 months 63 cases were reported, the respiratory 
tract being involved in 21 and the skinin 42. The patient 
responsible for introducing the organism into the hospital 
was not detected, but in the earliest cases (the first phase) 
there was extensive skin infection which terminated in 
pneumonia. A marked increase in the number of cases 
occurred in November (the second phase). Many of 
the patients had influenza, and it was during this period 
that most of the cases of staphylococcal infection of the 
lungs occurred. This was followed by the third phase, 
again characterized by skin infection, which continued 
for several months. There was little evidence to suggest 
that the epidemic strains were spread by carriers. Im- 
mediately before the epidemic began only 1°% of the hos- 
pital personnel were carriers of the epidemic strain and 
during the peak only 4%. Case-to-case infection ap- 
peared to be the probable mode of spread. There were 
14 deaths related directly or indirectly to the epidemic 
strain. R. Hare 
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526. Glass Dust: a Study of Its Biologic Effects 

P. Gross, M. L. Westrick, and J. M. MCNERNEY. 
A.M.A. Archives of Industrial Health [A.M.A. Arch. 
industr. Hlth] 21, 10-23, Jan., 1960. 9 figs., 9 refs. 


From the Industrial Hygiene Foundation, Mellon 
Institute, Pittsburgh, the effects of glass dust employed 
in various types of experiments on rabbits, rats, and 
guinea-pigs are described. In the first series of tests 
the ocular conjunctiva of rabbits was dusted with finely 
milled glass flakes. These foreign bodies were effectively 
cleared by the animals’ blinking and no corneal defects 
developed. It is considered probable that the surface 
attraction of the conjunctival fluid acted on the glass 
flakes so that their flat surfaces were arranged parallel 
to the conjunctival surface, this orientation diminishing 
the chances of injury by the sharp edges of the glass. It 
is also probable that the absence of any pathological 
changes in the skin or mucous membranes could be 
attributed to the insolubility and biological inertness of 
glass. In the second experiment, in which ground glass 
flakes were incorporated in the diet of rats for a period 
of 12 months, no abnormality could be demonstrated in 
the gastro-intestinal tract at the end of that time. Even 
when the diet contained equal quantities of food and 
ground glass there was only a slight decrease in the rate 
of growth, and this finding was attributed to the relatively 
lower intake of food as a consequence of the bulkiness of 
the glass. 

The third experiment consisted of two parts. In the 
first a relatively coarse glass dust was deposited in the 
trachea of rats; in the second, different groups of rats 
and guinea-pigs were exposed in inhalation chambers to 
high concentrations of glass dust, kaolin, or quartz dust 
for 6 hours daily on 5 days per week for 52 weeks. 
Such a year’s exposure to air containing fine glass dust 
produced only small foci of alveolar dust cells and a 
few foci of intracellular dust deposits in the pulmonary 
lymphatic nodes. There was no evidence of reactive 


fibrosis or bronchial disease. As compared with kaolin, 
the glass dust was more readily removed from the lungs. 
The intratracheal injection of coarse glass dust into the 
lungs of rats yielded a minimal foreign-body reaction, 
with no significant formation of collagen. 

In view of the results of these experiments the authors 
conclude that the alimentary tract cannot be adversely 
affected by fine glass dust in the diet and that particles 
large enough to cause damage could hardly be swallowed 
inadvertently—except by persons who do not chew their 
food. Finally they point out that the inhalation studies 
do not duplicate conditions in industry, for in glass 
works the particles of glass fibres are relatively large and 
non-respirable, while further the concentration of glass 
dust to which these experimental animals were exposed 
was “‘ astronomically high ”’. A. Garland 


527. Changes in the Nose and Pharynx of Workers in 
Sulphur Mines. (Le alterazioni del naso e del faringe nei 
lavoratori delle miniere di solfo) 

V. GRAMIGNANI. Folia medica [Folia med. (Napoli)} 
42, 1326-1340, Nov., 1959 [received Jan., 1960]. 4 figs., 
11 refs. 


The author of this paper from the Institute of Indus- 
trial Medicine of the University of Messina examined 
84 workers engaged in the mining of sulphur for evidence 
of any nasopharyngeal disorders which might be occu- 
pational. The ages of the patients ranged from 28 to 
69 years and the length of time at work from 2 to 58 
years; sometimes they worked inside the mine and at 
other times on the surface. 

All had some inflammatory condition of the upper 
respiratory tract. Nearly all had clinical and radio- 
logical signs of chronic bronchitis, accompanied in about 
one-third of the cases by emphysema and a myocardial 
condition, chiefly chronic coronary insufficiency as shown 
by electrocardiography. About one-third [not neces- 
sarily the same persons] had at some period suffered 
from a massive inhalation of sulphur dioxide. Three 
groups could be distinguished: (1) 45 who had a general 
catarrhal inflammation without special characteristics; 
(2) 21 with sclero-atrophic rhinitis and pharyngitis; and 
(3) 18 with a hypertrophic and congestive condition— 
many of those who had been exposed to massive SO> 
inhalation were in this group. The patients complained 
of dryness and a burning sensation in the throat. On 
examination changes were most evident where contact 
with the pathogenic agent was most immediate, such as 
the head of the middle and lower turbinates, the epi- 
pharynx, and the posterior pharyngeal wall. In the 
atrophic form the mucosa had the appearance of having 
been lacquered. 

The differences between the various age groups and 
length of time at work were not sufficient to enable any 
conclusions to be drawn, so it was not possible to decide 
which of a number of noxious agents, including dust and 
SO>, was responsible for the damage, while in some cases 
there may have been an allergic condition also. 

The author points out that the addition of damage — 
caused by sulphur to any congenital or acquired anatomo- 
pathological condition will give rise to increased or earlier 
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disability. He therefore suggests that regular examina- 
tions by a nose and throat specialist are advisable with a 
view to excluding from such work those with unsuitable 
naso-pharyngeal conditions. W. K. Dunscombe 


528. Experimental Studies on Byssinosis 

A. Bounuys, S. E. Linpett, and G. Lunpin. British 
Medical Journal (Brit. med. J.) 1, 324-326, Jan. 30, 1960. 
1 fig., 10 refs. 


The main symptoms of byssinosis, a disease occurring 
among cotton-mill workers, are shortness of breath and 
a feeling of tightness in the chest, which are worse when 
workers return to the mill after an absence of a few days. 
The symptoms are accompanied by a decrease of the 
maximal breathing capacity and an increase in airway 
resistance. This paper from the Universities of Leiden 
Holland, and Lund, Sweden, records the effect of cotton 
dust on pulmonary ventilation in 2 healthy male labora- 
tory workers, aged 33 and 48, who had not been previ- 
ously exposed to the dust. Fresh extracts of cotton dust 
obtained from a mill ventilator were inhaled in the form 
of an aerosol, and the changes in the lung ventilation 
produced by the extracts were studied by continuous deter- 
mination of the nitrogen concentration in expired gas 
during the breathing of oxygen. The lung clearance 
index (L.C.I.) is the amount of ventilation required to 
wash out the nitrogen from one litre of lung volume, 
down to 2°% of nitrogen in end-tidal gas. This index is 
increased in patients with asthma and in normal subjects 
after inhalation of histamine. It was shown that inhala- 
tion of cotton-dust extract increased the lung clearance 
volume in these 2 men, the increase being maximum about 
20 minutes after the end of the inhalation and persisting 
for at least an hour. An earlier study had shown that 
after the inhalation of a histamine aerosol the highest 
L.C.I. _was usually recorded immediately after the 
inhalation and returned to normal within half an hour. 
Further, the increase in the lung clearance index caused 
by histamine can be repeated on several consecutive days, 
but in the present experiment the effect of cotton dust 
did not occur after a second exposure on the following 
day. It could, however, be reproduced 5 and 60 days 
later, thus resembling the symptom pattern observed in 
byssinosis. 

The authors argue that these symptoms could be ex- 
plained if cotton dust contained a substance capable of 
releasing histamine. They therefore performed some 
animal experiments, the results of which support this 
view. Thus cotton dust injected intravenously into cats 
caused a fall in blood pressure after a latent period of 
30 seconds, whereas the depressor effect of histamine 
showed a latent period of only 12 seconds; a similar 
prolonged latent period occurred after the injection of 
Compound 48/80, a well-known histamine liberator. 
When the same amount of cotton dust was administered 
a second time to the same cat, no fall in blood pressure 
was observed. But in another cat, which was pre- 
treated with 3 mg. of mepyramine maleate per kg. body 
weight, the same cotton dust did not cause any fall in 
blood pressure. Experiments on isolated guinea-pig 
ileum also tended to confirm these findings. 


From this evidence the authors conclude that cotton 
dust contains a histamine liberator and that this is the 
cause of byssinosis. Kenneth M. A. Perry 


529. Air Pollution Hazards from Diesel Locomotive 
Traffic in a Railway Tunnel 

M. Katz, R. P. Renniz, and Z. Jecier. A.M.A. 
Archives of Industrial Health [A.M.A. Arch. industr. 
Hith\ 20, 493-504, Dec., 1959. 3 figs., 26 refs. 


The air pollution from the exhaust gases of diesel 
trains was measured in the St. Clair Tunnel (between 
Ontario and Michigan) of the Canadian National Rail- 
ways, the concentrations in the tunnel air of carbon 
monoxide, nitrogen dioxide, total oxides of nitrogen, 
formaldehyde, carbon dioxide, sulphur dioxide, smoke, 
and particulate matter being estimated. Apart from 
minor throat and eye irritation reported on three occa- 
sions by the personnel carrying out the tests, no harmful 
effects were observed, and the concentrations of toxic 
gases remained below the maximum values laid down by 
the American Conference of Governmental Industrial 
Hygienists (A.M.A. Arch. industr. Hlth, 1958, 18, 178). 
Nevertheless, adequate forced ventilation of the tunnel 
before the introduction of a regular diesel train service 
was recommended. John Pemberton 


530. Occupational ~Diseases among Workers in the 
Bulb Industries (Preliminary Report). [In English] 

P. J. VAN DER WerrFF. Acta allergologica {Acta allerg. 
(Kbh.)] 14, 338-355, 1959. 4 figs., 24 refs. 


There are very few reported studies of occupational 
disease among workers engaged in growing bulbs. In 
this paper from the Clinic for Allergic Diseases, Amster- 
dam, the author discusses the ways in which occupational 
affections become manifest in such workers. Tulip 
growers have symptoms which are usually quite different 
from those in growers of hyacinths, jonquils, and daffo- 
dils. In “tulip fire”? the symptoms are characteristic 
of allergy of the respiratory tract. The grower of 
hyacinths, on the other hand, has a disagreeable itch or 
so-called “‘ hyacinth scabies’. He may also experience 
tightness of the chest, especially during planting, sorting, 
peeling, and cutting of the bulbs. Of the exogenous 
factors involved (many of which have not been fully 
investigated), the primary non-specific effect of calcium 
oxalate monohydrate in hyacinth itch has been known for 
a long time. Hyacinth bulbs are immersed in a 4% 
solution of formaldehyde and also in solutions of organic 
mercury compounds for purposes of disinfection and to 
prevent contamination by moulds; all these and the 
many other insecticides used in the industry may have 
an irritant effect on the skin. The author states that 
little is known about the allergenic fractions of the 
juices which can cause contact dermatitis. 

The incidence of symptoms varies widely with specific 
varieties and sub-varieties, one hyacinth (“* innocence ”’) 
causing dermatitis in 100°%% of workers. In tulip-fire the 
incidence of skin changes—painful fissures beneath and 
around the nails as well as involvement of the skin of 
the face—appears to be related to the district and the 
varieties of tulip cultivated. A. W. Frankland 
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531. Identification of Menstrual Blood in Dried Stain 
Form by an Electrophoretic Method 

B. J. CuLuirorD. Journal of Forensic Medicine [J. 
forensic Med.| 6, 112-115, July—Sept. [received Dec.], 
1959. 2 figs., 4 refs. 


The identification of menstrual blood has hitherto 
always depended upon the presence of cytological inclu- 
sions in the form of vaginal detritus. Glaister pointed 
out in 1931 that owing to the fibrinolytic activity of men- 
strual blood no fibrin is visible in stained material. The 
author of this article from the Metropolitan Police 
Laboratory, London, has devised an electrophoretic 
method of identifying fibrinolytic products in menstrual 
stains. With a minimum blood volume equivalent of 2 
ml.—or a final extract of 60 4l.—in a barbitone buffer at 
pH 8-6, an overnight run of about 16 hours at 120 to 
130 v. produces paper strips that can be differentially 
stained with azocarmine B. Fibrinolytic products show 
as a distinct band that can be measured by means of a 
densitonemeter. No such band is found with non- 
menstrual blood. _ Keith Simpson 


532. Fluorescence of the Erythrocytes in Lead Poisoning 
in Children: an Aid to Rapid Diagnosis 

J. A. WHITAKER and T. J. Vietti. Pediatrics [Pediatrics] 
24, 734-738, Nov., 1959. 8 refs. 


Normal mature erythrocytes viewed microscopically 
by ultraviolet light do not fluoresce; but immature ery- 
throcytes and mature erythrocytes in a variety of disease 
states exhibit an intense red fluorescence, thought to be 
due to the presence of free protoporphyrin in the erythro- 
cytes, though there is no conclusive proof of this. It is 
known that there is a large concentration of free proto- 
porphyrin in the erythrocytes of children with lead 
poisoning, and this fact has been used by the authors 
as the basis of a test for lead poisoning, the result being 
read as the percentage of fluorescent erythrocytes seen 
in a wet blood film by ultraviolet microscopy. [For 
technical details of the preparation of the blood film and 
the method of use of the microscope reference must be 
made to the original paper.] 

The validity of the test is based on the authors’ claim 
that only in children with untreated lead poisoning is 
such a high level as 75 to 100% “ fluorescytosis ” 
observed. At the University of Texas South-western 
Medical School, Dallas, they have examined blood films 
from 7 children with untreated lead poisoning and com- 
pared them as a control with blood films from 40 normal 
children; these showed no fluorescence, and only 50% 
fluorescence or less was seen in the blood films of a further 
110 children suffering from a variety of disease states. 
Among the controls were blood films from 75 children 
with treated iron-deficiency anaemia, and these showed 
between 25 and 50°% fluorescence. [Not a single case 
of untreated iron-deficiency anaemia was included among 
the controls, although it is clear from what the authors 


say that in iron deficiency there is an accumulation of 
free protoporphyrin in the erythrocytes.] They also 
found that treatment of lead poisoning with sodium 
calciumedetate diminished the degree of fluorescytosis. 
[Since the number of cases observed in this study was 
so small and the controls were to some extent selected the 
results are not convincing.] Gilbert Forbes 


533. Necrosis of the Renal Papillae and Prolonged 
Abuse of Phenacetin. [In English] 

O. LINDENEG, S. FIscHER, J. PEDERSEN, and N. I. NIssEN. 
Acta medica Scandinavica [Acta med. scand.| 165, 321- 
328, 1959. 30 refs. 


The incidence of chronic interstitial nephritis and 
necrosis of the renal papillae in patients taking phen- 
acetin over a prolonged period was studied at Frederiks- 
berg Hospital, Copenhagen, in 42 patients (39 females), 
all of whom gave a history of a strikingly large consump- 
tion of phenacetin for many years. Renal function as 
determined by the usual tests was reduced in 35 patients, 
16 of whom had no gross clinical signs of renal disease. 
Necropsy was performed on 11 of the 12 patients who 
died, and necrosis of the renal papillae was found in 10. 
Papillary necrosis was diagnosed clinically in a further 
2 cases. Other post-mortem findings were contracted 
kidney and chronic interstitial nephritis. None of the 
patients had diabetes, and urinary obstruction was found 
in only one. This study confirms the view that patients 
consuming excessive quantities of phenacetin are liable 
to suffer from chronic interstitial nephritis with papillary 
necrosis. Norval Taylor 


534. Intermittent Peritoneal Dialysis in the Treatment 
of Experimental Salicylate Intoxication 

J. N. Errecporr, J. M. S. KAPLAN, and 
J. A. SHEFFIELD. Journal of Pediatrics [J. Pediat.| 56, 
1-10, Jan., 1960. 1 fig., 24 refs. 


In experiments carried out at the College of Medicine, 
University of Tennessee, Memphis, dogs were given 250 
mg. of sodium salicylate per kg. body weight intraven- 
ously. One hour later they were given different lavage 
solutions intraperitoneally, replaced hourly thereafter 
for 3 to 4 hours. The solutions used were Grollman’s 
solution (glucose and potassium chloride), heparinized 
dog plasma, and a buffered solution of human blood 
albumin. The Grollman’s solution was relatively in- 
efficient and only 7 to 15° of the salicylate was removed 
in 3 to 4 lavages. The best results were given by the 
human albumin solution to which potassium chloride 
was added to give a concentration of 4 mEq. per litre; 
this gave a concentration of salicylate in the lavage fluid 
greater than that in the plasma. The superiority of the 
last method was also shown by the course of the toxic 
symptoms, the animals so treated recovering completely 
after 4 hours, whereas the others had not recovered in 5 
hours, when they were killed. V. J. Woolley 
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535. Induction of Anaesthesia in Young Children 
R. J. H. Hopces. Lancet [Lancet] 1, 82-87, Jan. 9, 
1960. 5 figs., 20 refs. 


Failure to give adequate premedication to children 
undergoing operation under general anaesthesia has 
been considered by many to be the major aetiological 
factor in the psychological trauma which later develops. 
About 90°%% of children anaesthetized in hospitals are 
out-patients or are undergoing otolaryngeal surgery, and 
premedication is either impossible or contraindicated. 
In the author’s view some of the untoward sequelae may 
be lessened by induction of anaesthesia with thiopentone. 
He therefore studied the results obtained in 155 children 
admitted consecutively for routine tonsillectomy, all of 
whom were anaesthetized with thiopentone and nitrous 
oxide, suxamethonium being given for nasal intubation. 
Great stress is laid on the importance of a personal visit 
by the anaesthetist the day before operation, when the 
technique is explained to the children and their questions 
are answered; this is done on a group basis. The only 
premedication was 0-6 mg. of atropine given by injection 
in the earliest cases, but by mouth later. Each child was 
also visited personally as soon as possible after regain- 
ing consciousness and seen again, as an out-patient, a 
month later. A questionary was addressed to the parents 
2 to 3 months after the operation and again after 24 
years. This was designed to elicit information about 
the child’s recollection of hospital experience and any 
behavioural difficulties noticed since discharge. Analysis 
of the replies showed that 879% of the children would re- 
enter hospital if necessary without protest; indeed, 75°% 
were said to have enjoyed their stay. Of the children’s 
dislikes relative to the hospital stay 58°% were not associ- 
ated with the anaesthetic. It is emphasized that the suc- 
cess of this method depends very much on the members 
of the team who come into contact with the children. 
Thoughtlessness, unkindness, or roughness on the part 
of any one of these can disturb the relationship established 
with the patients. Donald V. Bateman 


536. The Circulatory Effects of Promethazine during 
Spinal Anesthesia: a Clinical Study 

R. P. BeERGNER and D. MA. Anesthesia and Analgesia; 
Current Researches [Anesth. Analg. curr. Res.| 39, 46- 
54, Jan.—Feb., 1960. 5 figs., 16 refs. 


This study of the circulatory effects of promethazine 
hydrochloride was carried out on 271 adult patients 
undergoing surgery under spinal anaesthesia at Louisville 
General Hospital, Kentucky, all of whom were given 
promethazine for pre-anaesthetic sedation; a group of 
similarly aged patients premedicated “‘in the conven- 
tional manner ” served as a control.. The promethazine 
was administered intravenously in a dose of 25 to 100 
mg. any time between 30 minutes before induction and 
45 minutes after the operation had begun. The drug did 
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not produce a consistent change in pulse rate, although 
the blood pressure showed a transient rise. Sedation 
was excellent in 66°% of the patients and fair in 18%. 
The occurrence of analgesia was not observed. A num- 
ber of illustrative graphs showing the relationship be- 
tween systolic and diastolic blood pressures and pulse 
rate during anaesthesia for various types of operation 
are reproduced. Mark Swerdlow 


537. The Supplementation of Regional Analgesia 
M. SwerpDLow and G. F. O. Nasi. British Journal of 
Anaesthesia [Brit. J. Anaesth.| 31, 543-551, Dec., 1959. 


2 figs., bibliography. 


A brief historical review is given of the methods which 
have been employed to sedate patients undergoing 
surgical operations under regional analgesia. A method 
of sedation using a mixture of pethidine and promazine 
is described and the results obtained in 160 patients are 
analyzed. Satisfactory results were obtained in a high 
percentage of older patients. The advantages and dis- 
advantages of the method are discussed.—[Authors’ 
summary. ] 


538. The Mode of Action of Local Anaesthetics. 
[Review Article] 

P. J. Watson. Journal of Pharmacy and Pharmacology 
[J. Pharm. (Lond.)| 12, 257-292, May, 1960. Biblio- 
graphy. 


539. Halothane in Open Cardiac Operations: a Technic 
for Use with Extracorporeal Circulation 

B. Dawson, R. A. THEYE, and J. W. KIRKLIN. Anes- 
thesia and Analgesia; Current Researches {Anesth. Analg. 
curr. Res.| 39, 59-63; Jan.—Feb., 1960. 11 refs. 


A technic has been described in which halothane was 
used as the principal agent in the maintenance of anes- 
thesia in 70 patients undergoing open intracardiac opera- 
tions [at the Mayo Clinic]. A quiet surgical field before 
and during perfusion was obtained by the use of concen- 
trations of halothane ranging from 0-4 to 0-75°%. Little 
or no halothane was required after perfusion. Hypo- 
tension or bradycardia caused by halothane itself was 
not observed, despite the fact that atropine was not used 
in the premedication. None of the 8 deaths that occurred 
could be attributed to anesthesia. This technic is 
presently the one of choice for the management of open 
intracardiac operations at the Mayo Clinic.—[Authors’ 
summary. ] 


540. Halothane and Hypotension 
G. E. H. ENperBy. Anaesthesia [Anaesthesia] 15, 25-32, 
Jan., 1960. 6 refs. 


After discussing present views on the mechanism of the 
hypotensive action of halothane, the author describes a 
study designed to determine the value of this drug in 
producing “‘ controlled ” hypotension in anaesthesia for 
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head and neck surgery. He found that halothane alone 
was an unreliable hypotensive agent and quite inferior 
to the ganglion-blocking drugs, although a valuable 
adjuvant to the latter. Two techniques were employed. 
In the first anaesthesia was induced with thiopentone 
and a relaxant; a tube was inserted and anaesthesia 
maintained with 1 to 3% halothane. The patient was 
placed in an anti-Trendelenburg position and the desir- 
able degree of hypotension was achieved by small doses 
of a short-acting ganglion-blocking drug. The author 
found this method to be of special value in elderly 
patients and those in whom hypotension was required 
for a short period only. Inthe second method ganglion- 
blocking agents were given ab initio to produce hypo- 
tension and halothane was added only when the blood 
pressure began to rise and could not be easily controlled 
otherwise. The concentration of halothane required 
was low; bradycardia was not observed. The advan- 
tages and disadvantages of the technique are discussed. 
Mark Swerdlow 


541. Effect of Succinylcholine on the Intraspinal Fluid 
Pressure. [In English] 

M. HALLpiIn and A. WAHLIN. Acta anaesthesiologica 
Scandinavica [Acta anaesth. ‘scand. ] 3, 155-161, 1959. 
3 figs., 20 refs. 


[At Karolinska Sjukhuset and Sédersjukhuset, Stock- 
holm,] the intraspinal pressure was investigated in 15 
patients under anaesthesia after intravenous injection of 
succinylcholine. In all, 23 experiments were carried out. 

The pressure began to rise within one minute after the 
intravenous injection, and the rise in pressure varied 
between 5 and 320 mm. H2O above the initial pressure. 
At the end of the apnoea period the pressure began to 
fall, and after an average of 7 minutes 25 seconds follow- 
ing the injection, reached a minimum value between 
—115 and +55 mm. H20 in relation to the initial pres- 
sure. The pressure subsequently rose again after resump- 
tion of spontaneous respiration, but later once more 
declined. The effect of hyperventilation on the intra- 
spinal fluid pressure was studied on 5 anaesthetized 
patients in a control group. 

The relation between the variation of the intraspinal 


_ pressure and of the cerebral blood flow is discussed.— 


[Authors’ summary. ] 


542. Observations of the Conjunctival Vessels under the 
Influence of Succinylcholine with Intravenous Anaesthesia. 
[In English] 

M. Ha.ipin, A. WAHLIN, and T. Kocu. Acta anaes- 
thesiologica Scandinavica [Acta anaesth. scand:.| 3, 163- 
171, 1959. 4 figs., 8 refs. 


[At Sédersjukhuset and Karolinska Sjukhuset, Stock- 
holm,] in 9 patients under anaesthesia, series of photo- 
graphs were taken over 8 to 9 minutes showing the varia- 
tions in the width of the conjunctival vessels under the 
influence of succinylcholine. The vascularization was 


‘also compared. Measurements were made of vessels 


27 to 340 » in width, with a mean of 99 p. 
One or two 50-mg. doses of succinylcholine were given 
intravenously. In all cases this produced dilatation of. 
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the conjunctival vessels as indicated by conjunctival 
reddening, increase in width recorded photographically, 
and the occurrence of refilled blood vessels in the field. 
The increase in width of the vessels was between 0 and 
136%, with a mean of 38° for variations under full effect 
of succinylcholine and of 35°% for the succeeding period 
of spontaneous respiration. The dose in question pro- 
duced practically no effect on the pulse and only a slight 
fall in the systolic blood pressure.—[Authors’ summary.] 


543. Post-operative Postural H 
W. SNniPER. Anaesthesia [Anaesthesia] 15, 33-39, Jan., 
1960. 12 refs. 


The postoperative changes in blood pressure in 75 
patients subjected to perurethral prostatectomy at the 
Victoria Infirmary, Glasgow, are described. In 37 of 
the patients the systolic blood pressure after operation 
fell below 100 mm. Hg or at least 50 mm. below the pre- 
operative systolic pressure. Analysis of the results 
suggested that the age of the patient, the nature of the 
premedication, and the changes in blood pressure during 
the operation did not influence the incidence of post- 
operative hypotension. On the other hand, the duration 
of surgery, the depth of anaesthesia, the use of muscle 
relaxants, blood loss, and the presence of preoperative 
hypotension might have been contributory factors. The 
incidence of hypotension did not appear to be related to 
the anaesthetic agents or the technique. The aetiology 
and effect of hypotension are discussed and suggestions 
are made for the prevention and treatment of this com- 
plication. Mark Swerdlow 


544. The Effect of Trilafon on Postanesthetic Nausea, 
Retching and Vomiting: Continued Study 

O. C. PutLutrs, A. T. NELSON, W. B. Lyons, T. D. GRAFF, 
L. C. Harris, and T. M. Frazier. Anesthesia and Anal- 
gesia; Current Researches [Anesth. Analg. curr. Res.] 39, 
38-45, Jan.—Feb., 1960. 9 refs. 


The authors have investigated, at the Hospital for the 
Women of Maryland, Baltimore, the post-anaesthetic 
anti-emetic effects of “ trilafon ” (perphenazine) on two 
groups of patients: (1) 299 women undergoing minor 
gynaecological perineal procedures who were premedi- 
cated with atropine (0-4 mg.) and anaesthetized with 
thiopentone-nitrous oxide-oxygen; and (2) 148 women 
undergoing elective pelvic operations, these patients 
being premedicated with morphine (10 mg.) and atro- 
pine (0-4 mg.), and anaesthesia induced with thiopentone 
and maintained with cyclopropane; suxamethonium was 
given as required. Half the patients in both groups 
received, under double-blind conditions, either 5 mg. of 
perphenazine or a placebo together with the premedica- 
tion, and a similar dose of the same substance was given 
4 hours after surgery. All patients were; interviewed 
postoperatively by a nurse. 

In both groups of patients there was a significantly 
decreased incidence of nausea and vomiting among 
those who had received perphenazine, this being more 
marked in patients undergoing pelvic operations. 
The commonest side-effect was drowsiness. The results 
are discussed in some detail. Mark Swerdlow 
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545. Cervical Gas Myelography. 
gazeuse cervicale) 

E. A. DEL Prapo and L. J. Enptz. Journal belge de 
radiologie [J. belge Radiol.| 42, 523-550, 1959. 12 figs., 
22 refs. 


Myelography of the vertebral canal may be carried out 
with three different kinds of contrast medium—products 
soluble in water, iodized oils and similar substances such 
as “ pantopaque ”’, and negative contrast substances or 
gases. The authors of this paper from the Academic 
Hospital of the University of Leiden discuss the dis- 
advantages of the first two kinds of substance and de- 
scribe their technique of cervical myelography with air 
as the contrast medium. 

The patient is laid on his side with the head raised and 
20 to 25 ml. of cerebrospinal fluid is withdrawn by lumbar 
puncture. The head is then lowered, and through a 
three-way tap 25 to 30 ml. of air is introduced. One of 
the connexions of the tap is to a manometer, which allows 
the air pressure to be controlled; a slightly raised 
pressure is desirable. The patient is then turned on his 
back with a small pillow under the shoulders so that the 
head may extend backwards. The air remains localized 
in the lumbar theca. The column of air is visualized in 
the fluoroscope placed laterally, and as the table is slowly 
raised the column flows upwards to the cervical region. 
Lateral and oblique films may then be taken. 

The clinical and radiological findings as seen in 40 
patients are tabulated. Most of these had cervical 
spondylosis or disk protrusions. The authors admit that 
this small number of cases is not enough on which to 
come to a decisive judgment on the value of air myelo- 
graphy, but they consider that it has proved very useful 
in revealing filling defects of the cervical spinal canal due 
to disk protrusions and the bony spurs of spondylosis. 

J. MacD. Holmes 


(La myélographie 


546. The Exact Site and Extent of Duodenal Ulcera- 
tion: Radiological and Operative Findings in Hospital 
Patients in South India 

D. E. Paterson and D. M. Hancock. British Journal 
of Radiology (Brit. J. Radiol.) 33, 43-51, Jan., 1960. 18 
figs., 16 refs. 


In 43 cases of duodenal ulcer accurate surgical 
findings’ and measurements have been correlated with 
radiological findings. In 527 cases of duodenal ulcer, 
the radiological evidence of the site and extent of duo- 
denal ulceration have been analysed. 

In about 35% of cases no ulcer crater could be 
demonstrated. The size of an ulcer crater measured 
radiographically bears little relation to the size when 
measured at operation. A polyp-like filling defect rather 
than a crater is seen in some cases. In the presence of 


chronic duodenal ulcer, gastric ulcers may not be seen 
radiologically. Definite evidence of contraction and 
scarring of the whole first part of the duodenum can be 
detected in about 15°%% of duodenal ulcer cases. In a 
further 16°% of cases gross deformity of the bulb alone is 
often evidence of double duodenal ulcer. 

There is a high incidence of distal duodenal ulcers 
in hospital cases in this part of South India [Vellore, 
Madras] when compared to Western figures.—[Authors’ 
summary.] 


547. Clinical Value of Liver 

D. A. Fee and S. O. Feporuk. New England Journal of 
Medicine [New Engl. J. Med.] 262, 123-125, Jan. 21, 1960. 
6 figs., 3 refs. 


Reporting from the Saskatoon Cancer Clinic, Sas- 
katchewan, the authors discuss the value of scintillation 
counter scanning of radioactivity in the liver after injec- 
tion of radioactive rose bengal dye, which they term 
“‘ liver photoscanning ” or “ hepatoscans”’, for the de- 
tection of malignant hepatic metastases. In this new 
method rose bengal labelled with radioactive iodine 
(131]) is injected intravenously in a dose of 2-5 to 3-0 pc. 
per kg. body weight, this dose being doubled if the liver 
is very large or its function poor. Some 20 minutes 
later a collimated scintillation counter is passed slowly 
over the liver and the output fed through a pulse-height 
analyser to a ratemeter-recorder-light-source, which dar- 
kens an x-ray film proportionately to the radioactivity 
being measured. An image is thus obtained correspon- 
ding both in darkness and in area to the radioactive 
source, in this case the liver. 

So far “ photoscans”’ have been obtained from 250 
patients. They have been found helpful in the differen- 
tial diagnosis of masses in the upper abdomen, sometimes 
by demonstrating the presence of a normal liver (which 
therefore cannot be the mass in question), and sometimes 
by showing an enlarged pathological liver, in which meta- 
stases (which do not take up the radioactive dye) may 
occasionally be visible as “* holes ”’ in the developed film. 
The method is still experimental, but the authors “ are 
enthusiastic over its value in the investigation of masses 
in the upper abdomen and in the demonstration of liver 
metastases ”’. K. E. Halnan 


548. Extra Hepatic Portal Vein Obstruction 

J. W. Laws, R. LeicH, and R. E. Steiner. British 
Journal of Radiology (Brit. J. Radiol.| 32, 774-790, Dec., 
1959. 18 figs., 30 refs. 


Although in the majority of cases of portal venous 
obstruction the cause of the blockage is hepatic cirrhosis, 
in a small number of cases the block is extra-hepatic 
and may or may not be associated with portal cirrhosis. 
The diagnosis of the site and nature of the obstruction 
is of importance not only in assessing prognosis and 
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planning treatment, but is of particular value in demon- 
strating a portal vein suitable for anastomosis in the 
shunt operation, which may be curative. The radio- 
logical investigation includes a barium swallow to demon- 
strate oesophageal and gastric varices and percutaneous 
transplenic portal venography. The latter is the most 
important single investigation, demonstrating the site of 
the obstruction and the particular type of anastomotic 
circulation present. 
Working at the Hammersmith Hospital (Postgraduate 
Medical School of London), the authors have performed 
percutaneous portal venography on over 250 patients. 
Of these, 31 were shown to have extra-hepatic obstruc- 
tion, 16 being without and 15 with portal cirrhosis. A 
further 10 patients with cirrhosis showed pseudo- 
obstruction of the portal vein, that is, there was a massive 
porta-systemic shunt with poor portal-vein visualization, 
but an operative mesenteric venogram demonstrated a 
patent portal vein. The importance of differentiating 
this appearance from true obstruction is obvious. In 
the splenic venogram three main patterns of extra- 
hepatic obstruction may be seen, these depending on its 
site. (1) When the obstruction is at the hilum of the 
spleen, the portal vein does not fill and there is extensive 
collateral circulation through numerous small local 
vessels. (2) If the obstruction is in the main splenic or 
portal vein there may be massive collateral circulation 
through one or more main tributaries of the portal vein 
or more characteristically the portal vein is replaced by 
numerous irregular para-portal veins (cavernous trans- 
formation), thus making porta-caval anastomosis im- 
possible, although in such case a spleno-renal anasto- 
mosis may be possible. (3) If the obstruction is in the 
neighbourhood of the porta hepatis, the portal vein 
within the liver is distorted and there are frequently col- 
laterals extending over the surface of the liver, in addi- 
tion to other more proximal collaterals. 
Michael C. Winter 


549. Radiological Diagnosis of Anomalous Pulmonary 
Venous Connection: a Tomographic Study 

F. DatitH and H. NeuFeLp. Radiology [Radiology] 
74, 1-18, Jan., 1960. 11 figs., 39 refs. 


Anomalous pulmonary venous connexion is a con- 
genital malformation in which one, several, or all the 
pulmonary veins empty into the right atrium or one of its 
tributaries. In the partial type, one or several but not 
all the pulmonary veins drain into the right atrium or a 
systemic vein. Clinical symptoms appear only when the 
re-circulation of already oxygenated blood exceeds 50°% 
of the total, and then only in adults. In the total type 
the left heart receives mixed blood through a persistent 
foramen ovale which is essential for life. If the defect 
is large, the amount of admixed blood reaching the left 


- heart will be considerable and will result in cyanosis 


and usually death in the first year. If the defect is small, 
the pulmonary re-circulation will be greater, but the 
blood reaching the systemic circulation, though minimal, 
will be better oxygenated and cyanosis will not occur. 
The authors of this paper from Government Hospital, 
Tel-Hashomer, Israel, consider that in anomalous pul- 
monary venous connexion tomography is a safer and 


easier method of investigation than cardiac catheteriza- 
tion and angiocardiography; they describe the tomo- 
graphic appearances in 9 cases (8 partial and one total). 
In one case the partial anomalous connexion was associ- 
ated with complete transposition of the great vessels, in 
another with a patent ductus arteriosus, and in a third 
with an atrial septal defect. The symptoms in these 3 cases 
were attributed to the main malformation; the remaining 
cases were asymptcmatic. The patient with total venous 
anomalous connexion, a female aged 22, was known to 
have had a heart lesion since childhood; her physique 
was that of a 12-year-old child. 

As a rule tomographic cuts are taken in two projec- 
tions. In the antero-posterior one an additional cut, 
with about 12 kV. added, is taken at the posterior hilar 
level to demonstrate the retrocardiac course of the veins. 
The lateral oblique position has been found to be prefer- 
able to a true lateral. All the exposures are made on 
deep inspiration, sometimes using the Valsalva manceuvre. 
It is stated that the presence of anomalous venous 
connexions may be detected by tomography when ab- 
normal vascular shadows are absent from the conven- 
tional radiograph. The demonstration may be direct by 
visualizing a vascular shadow of abnormal course and 
connexion, or indirect by proving the absence of some or 
all normal pulmonary veins. The procedure may clearly 
show particular morphological details. It may demon- 
strate a disordered pulmonary vascular pattern, the area 
of lung drained by the anomalous vein, the areas tra- 
versed by it, the site of the connexion, and the shape of the 
vessel, the lateral oblique position being of special help 
for these purposes. If surgical treatment of the anomaly 
is contemplated, tomography alone cannot be relied 
upon, since not all forms of anomalous pulmonary 
venous connexion can be demonstrated, and the presence 
of associated malformations, of which atrial septal 
defect is the commonest, can be detected only by other 
methods; in such cases cardiac catheterization and angio- 
cardiography must be used in addition. 

John H. L. Conway-Hughes 


550. The Value of the Myelogram in Lesions of the 
Brachial Plexus. (La valeur du myélogramme comme 
aide diagnostique et pronostique dans les lésions trau- 
matiques du plexus brachial) 

M. HEon and J. Sirois. Canadian Journal of Surgery 
[Canad. J. Surg.] 3, 112-116, Jan., 1960. 6 figs., 5 refs. 


Traction injuries of the superior part of the brachial 
plexus are common enough to be encountered by most 
practitioners, and present both diagnostic and thera- 
peutic problems. Clinical indications sometimes help in 
diagnosis; for example, if the nerve to the serratus an- 
terior is injured the lesion must lie between the point of 
emergence of this nerve near the vertebral column and 
the spinal cord. Similarly, a Horner syndrome in an 
injury of inferior type indicates a lesion very close to the 
cervical canal. However, clinical signs do not permit 
differentiation of root tears within the spinal cord or 
outside the spinal canal. Since the surgical approach 
and the prognosis are entirely different in these two 
cases, other diagnostic aids such as myelography must 
be employed. Myelography is useful because the 
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meninges cover the nerve root in the proximal part of its 
course, and any injury to this part will tear the arach- 
noid and cause a traumatic meningocele, visible in the 
myelogram. 

The authors describe 3 cases of lesions of the brachial 
plexus in which myelography was helpful. In’ the first 
case, an accident produced paralysis of the left arm 
including deltoid, triceps, biceps and infraspinatus, to- 
gether with anaesthesia in the area of C5, 6 and 7. 
Myelography showed a severe depression at the level 
D 2 to 8 on the left, together with passage of opaque 
medium into the sheath of the C 6 root. Other depres- 
sions suggested the presence of traumatic meningoceles in 
the C4 to 5 and C7 to D1 spaces. The diagnosis was 
made of rupture of brachial plexus roots at their spinal 
cord origin, with contraindication of surgery. The 
second patient also had a complete paralysis of the left 
arm but a month later there was good finger and wrist 
movement with deltoid, biceps and triceps paralysis and 
sensory deficit in C6. Myelography confirmed the 
presence of a meningocele at the origin of the C 7 root 
on the left. In the third case the patient had an incom- 
plete paralysis of the right arm and myelography showed 
a traumatic meningocele at the origin of the 8th cervical 
root. 

The almost complete recovery which occurred in Case 
2 demonstrates that myelography, although it is helpful 
in estimating prognosis, is not an infallible guide to the 
reversibility of the lesion. This and other cases suggest 
that the dura may be torn together with the arachnoid 
without complete avulsion of the root contained. Myelo- 
graphy will help to locate the exact site of the lesion and 
may prevent useless explorations of the brachial plexus 


‘in the supraclavicular area. However, further knowledge 


is necessary to determine whether a root or its parts can 
be saved when the dural and arachnoidal coverings are 
torn.—[Editorial summary.] 


551. Radiological Bone Changes in Cushing’s Syndrome 
and Steroid Therapy 

R. O. Murray. British Journal of Radiology (Brit. J. 
Radiol.| 33, 1-19, Jan., 1960. 10 figs., 49 refs. 


In this paper from the Institute of Orthopaedics and 
the Royal National Orthopaedic Hospital, London, the 
author presents a detailed review of the bone changes 
in Cushing’s disease and also the iatrogenic skeletal 
changes produced by adrenocortical steroid therapy, 
these being illustrated by 10 case histories. The principal 
radiological feature of Cushing’s disease is osteoporosis, 
particularly of the axial skeleton, with characteristic 
marginal condensation in the upper and lower surfaces 
of the vertebral bodies. Pathological fractures are com- 
mon and are characterized by pseudo-callus formation, 
producing a “ cotton-wool’”’ appearance; they may be 
seen in the spine, femoral neck, ribs, and pelvis and are 
usually relatively painless, apart from root compression 
by a spinal compression fracture. Retardation of skele- 
tal development occurs in children. 

The author stresses the fact that although very similar 
skeletal changes can be produced by treatment with 50 
to 100 mg. of cortisone daily (or the equivalent dosage 


of a similar steroid) for 6 months or more, in practice 
such changes are not a common complication of steroid 
therapy, except in the case of intra-articular injections 
which can produce changes indistinguishable from 
neurarthropathy. In giving prolonged steroid therapy 
the problem of the uncontrolled spread of infection in 
the absence of inflammation and other symptoms must 
also be considered. D. E. Fletcher 
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552. Treatment of Multiple Myelomatosis with Par- 
ticular Reference to Radioactive Iodine ; 

H. E. M. Kay, E. M. Lepuie, and R. C. Spresni. British 
Journal of Radiology (Brit. J. Radiol.| 32, 791-797, Dec., 
1959. 3 figs., 4 refs. 


The authors report from the Royal Marsden Hospital, 
London, the results of the treatment of 5 patients suffer- 
ing from multiple myeloma with radioactive iodine (1311). 
All 5 were given Lugol’s aqueous solution of iodine to 
prevent concentration of iodine in the thyroid gland. 
Two then received single large doses of 131I as iodide in 
doses of about 150 mc. Relief of bone pain was reported 
for a period of 10 weeks by one patient after a first dose, 
but no relief after a second, while the other was relieved 
of pain for one month. One of these patients and 3 
others were treated with radioactive iodinated human 
serum albumin (131].H.S.A.) in quantities of about 10 mc. 
The case histories of these patients, who were also treated 
as required by x-ray therapy, corticosteroids, and blood 
transfusion, show that 2 of them had some relief of bone 
pain for 2 months or less after 131J.H.S.A., but one ob- 
tained good relief for over a year after both 131I.H.S.A. 
and x-ray therapy. Detailed reports are given of the 
biochemical and haematological findings, and it is sug- 
gested that neither form of 131] in the dosage used causes 
significant biochemical changes nor more than slight 
transitory blood changes. 

The authors conclude that this method, although it 
has not yet been shown to give worse or better resuits 
than other general methods of treatment of myelomato- 
sis, is worth further trial. K. E. Halnan 


553. Radiation Myelitis 

J. B. Dynes and M. I. SMEDAL. American Journal o 
Roentgenology, Radium Therapy, and Nuclear Medicine 
[Amer. J. Roentgenol.| 83, 78-87, Jan., 1960. 16 refs. 


The authors describe from the Lahey Clinic, Boston, 
10 cases of radiation myelitis occurring in the period 
1950-59, during which time approximately 800 patients 
with malignant disease of the head, neck, mediastinum, 
and lungs were treated with 2-MeV: xrays. The symp- 
toms of myelitis were slow in appearing, the average delay 
being over 23 months (range 7 to 50 months) from the 
completion of radiotherapy. The commonest initial 
symptoms were paraesthesiae of the limbs and pain, 
followed by weakness and spasticity in the legs and 
occasionally also in the arms. Examination usually 
disclosed a paralysis of the upper motor neurone type, 
sensory alteration with a well-marked sensory level, and 
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(less commonly) involvement of the posterior columns. 
Progression of the disease resulted in paraplegia or hemi- 
plegia in the majority of cases. A few exceptional cases 
showed only slight spasticity of the affectedlimbs. Of the 
10 patients, 5 have died, death being due to the myelitis 
in 3 cases, to recurrent malignancy in one (the only 
recurrent case), and to coronary thrombosis in one. Of 
the 5 surviving patients, 3 have pa-aplegia and 2 spasticity. 

The reasons for the myelitis appeared to be over- 
lapping of fields or the exceeding of the cord-tolerance 
dose when a single field was used. The dose producing 
the damage was usually of the order of 6,000 r. given 
over 50 days: in one case, however, myelitis developed 
although the cord was shielded after the dosage. had 
reached 4,500 r. Individual sensitivity is therefore also 
a factor in causation. Since the latent period may be 
extremely long, it is obvious that the length of survival 


- after treatment will influence the incidence, and it is 


worth noting that only one case in the series was recurrent. 
The radiation damage which results in myelitis is prob- 
ably related to vascular occlusion, and the fact that in 7 
of these 10 cases the level of treatment was in the mid- 
thoracic region appears to support this, it being well 
known that the mid-thoracic spinal cord has a poorer 
blood supply than other parts of the cord. 

Brief mention is also made of transient paraesthesiae 
which do not progress, occurring about 3 months after 
treatment with a dose of 4,800 r. in 5 to 6 weeks, notably 
in patients treated for carcinoma of the thyroid gland. 
In conclusion the authors stress the importance of shield- 
ing the cord in all patients receiving a dose of more than 
4,500 r., the increasing use of supervoltage making this 
even more imperative. W. Constable 


554. Radiation Effects of Neutron-capture Therapy on 
a Malignant Vascular Neoplasm of the Cerebellum 

S. W. Lippincott, Y. L. YAmMAmoTo, and L. E. Farr. 
A.M.A. Archives of Pathology [A.M.A. Arch. Path.} 
69, 44-54, Jan., 1960. 9 figs. 


_ This report from the Medical Department of Brook- 
haven National Laboratory, Upton, New York, describes 
the histopathological changes in a malignant vascular 
cerebellar tumour after neutron-capture therapy. After 
an intravenous injection of sodium pentaborate the brain 
was exposed to thermal neutrons from the Brookhaven 
Graphite Research Reactor. The 19B atom captures a 
thermal neutron and disintegrates into an alpha particle 
and a lithium atom with a large release of energy (2-4 
MeV.). All this energy is absorbed within the tissue 
volume of one cell, so that highly localized cytological 
effects are obtained. 

The patient was an 11-year-old child admitted in deep 
coma. Eleven months previously suboccipital cranio- 
tomy had been performed for a neoplasm of the right 
cerebellar hemisphere. X-ray therapy given was in- 
effective, the tumour enlarging from the suboccipital 
region to the angle of the mandible. A dose of 4-61 g. 
of sodium pentaborate was given intravenously and a 
neutron dose at the port of 2-23x10!2 neutrons per 
sq. cm. Within 3 days there was progressive softening 
of the neoplasm. Ten weeks later, a second course was 


given as the neoplasm was not completely covered the 
first time. Eight days later, after having been in coma 
for 44 months, the patient regained consciousness. 
Thereafter there was a gradual return to normality. 
Biopsy specimens taken before and at intervals up to 
92 days after therapy showed progressively widespread 
cellular necrosis, but a few islands of neoplastic cells 
remained. I. G. Williams 


555. Long-term Follow-up of 32 Patients Irradiated for 
Thymic Enlargement in Infancy 

C. G. H. NEwMAN. British Medical Journal (Brit. med. 
J.) 1, 34-36, Jan. 2, 1960. 10 refs. 


Thirty-two patients who received irradiation for sus- 
pected thymic enlargement in infancy between 1932 and 
1950 are reviewed. Thirty-one of these have been 
traced. Three have died, one possibly from the acute 
effects of the radiation. One case developed a nodular 
goitre 22 years after the irradiation, another had slight 
diffuse enlargement of the thyroid at the age of 17, and 
another had a neurilemmoma removed from the neck 
at the age of 14. There were no cases of leukaemia.— 
[Author’s summary.] 


556. Effect of X-rays on Sebaceous Glands of the Human 
Face: Radiation Therapy of Acne 

J. S. Srrauss and A. M. KLiGMAN. Journal of Investiga- 
tive Dermatology [J. invest. Derm.] 33, 347-356, Dec., 
1959. 3 figs., 13 refs. 


There have so far been few controlled reports of the 
true efficacy of radiation therapy in the treatment of acne 
vulgaris. In the study presented here from Boston 
University School of Medicine, Massachusetts Memorial 
Hospitals, Boston, and the University of Pennsylvania, 
Philadelphia, 23 males (all but 3 mental defectives) 
ranging in age from 15 to 30 years were treated uni- 
laterally at a skin-target distance of 20 cm. with a 
Picker portable unit (half-value layer 0-85 mm. Al) 
through an open port centred on the zygomatic process. 
Control biopsies were obtained from the other cheek 
before therapy, and at intervals thereafter from the 
treated areas. Since it has been established that the 
quantity of sebum varies directly with the size of 
the sebaceous glands, serial histological examinations 
were used as an index of the quantity of sebum. 

In general, x-irradiation resulted in shrinkage of the 
sebaceous glands, often to “‘ nubbin ” size, usually with- 
out preceding dedifferentiation, the largest being the 
most susceptible. There was, however, marked varia- 
tion in response, some glands remaining inexplicably 
unaffected. Single doses of 800 r. (4 cases) and 1,500 r. 
(2) caused a 50% reduction in gland size within a week, 
while by 2 weeks only nubbin remnants were seen; how- 
ever, by 6 months the glands had recovered completely 
after the smaller dose, while with the larger one recovery 
was complete in a year. With doses of 300 r. (3 cases) 


and 400 r. (4) the changes were similar but less marked, 


while recovery ensued in one month. Fractional dosages 
of 75 r. weekly for 12 weeks (6 cases) caused the same 
diminution in gland size over a longer period—6 weeks 
—with recovery after 3 months. Fractionated doses of 
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150 r. a week (8 cases) for 12 weeks resulted in almost 
complete suppression of the glands after 3 weeks; 
however, 5 months after the therapy was finished there 
was complete restoration of gland size. 

Clinically, results paralleled the histological changes. 
Single doses achieved little, fractionated dosages caused 
an occasional early flare in the acne, but definite clearing 
of lesions was noted after 4 weeks on the treated side only. 
There was no difference between the two quantities of 
radiation given. It is emphasized that superficial x-irra- 
diation is chiefly prophylactic and acts as any agency 
does which reduces sebaceous-gland activity—there is 
no effect on the inflammation or on comedones. 

Allene Scott 


557. Recurrent Seminoma: the Management of Late 
Metastasis, Recurrence, or a Second Primary Tumor 

M. FRIEDMAN and M. C. PURKAYASTHA. American 
Journal of Roentgenology, Radium Therapy, and Nuclear 
Medicine [Amer. J. Roentgenol.| 83, 25-42, Jan., 1960. 
12 figs., 14 refs. 


The authors describe 24 cases of late recurrent semi- 
noma treated during the past 14 years at the Hospital 
for Joint Diseases and the Department of Radiology, 
New York University College of Medicine. The recur- 
rences occurred months or years after the initial surgery 
and radiotherapy, 13 of the cases having been previously 
treated by the first-named author at the Walter Reed 
Army Hospital, Washington, D.C., between 1942 and 
1946. Only those cases in which the histological diag- 
nosis was seminoma, typical or atypical, were included. 
The sites of recurrence or of metastases are listed and 
illustrated, the most common site being the left supra- 
clavicular (Virchow’s) lymph nodes. Each group is 
dealt with in turn, details given including the radiation 
techniques and dosages employed in treatment. 

A group of special interest was the 5 cases in which a 
new ptimary tumour developed in the remaining testis, 
in 4 this being the only evidence of disease. Of 2 of these 
cases which had previously been treated by retroperitoneal 
lymph-node dissection and radiation after the initial 
orchidectomy, in one the second primary tumour was 
treated by orchidectomy alone and in the other by orchi- 
dectomy plus lymph-node dissection; both these patients 
were alive after 5 years. Of the other 2 who had previ- 
ously undergone radiation but no lymph-node dissection, 
one was treated by orchidectomy and further irradiation 
and the other by orchidectomy alone; both were alive 
at the time of writing, but have not yet survived for 5 
years. Another interesting group consisted of 5 patients 
who had abdominal recurrences after previous irradia- 
tion. These were all re-treated with megavoltage irradia- 
tion and 2 of them have since been free of disease for 7 
and 4 years respectively. 

From the results of treatment in these 24 cases the 
authors conclude that the prognosis for recurrent semi- 
noma is “ highly favorable ”, contrary to the pessimistic 
outlook previously expressed in the literature. Thus 
in this series there was a 5-year survival rate of 55°% from 
first recurrence and a 10-year survival rate of 50°%; or 
if calculated from the time of orchidectomy the 5-year 
rate was 70°%% and the 10-year rate 53°%. The prognosis 


was generally better in those cases showing a solitary 
recurrence or a new primary tumour, 7 out of 10 such 
patients being alive at 5 years. Finally the authors 
stress the importance of irradiation to the retroperitoneal 
lymph nodes in all cases subjected to orchidectomy. 

D. Pearson 


558. Carcinoma of the Cervix Uteri: Treatment by 
Supervoltage Irradiation Only. A Preliminary Report 
H. M. Mettor. British Journal of Radiology (Brit. J. 
Radiol.| 33, 20-27, Jan., 1960. 8 figs., 14 refs. . 


The author presents, from Westminster Hospital, Lon- 
don, a preliminary report on the results of treatment of 
carcinoma of the cervix uteri by supervoltage irradiation 
alone. This method is put forward as an alternative to 
the established methods of treatment with intracavitary 
radium and conventional x-ray therapy, the advantages 
claimed for it being (1) greater homogeneity of distribu- 
tion of the dose, thereby avoiding areas of excessively 
high dosage; (2) inclusion of the areas of lymphatic 
spread in one block of treated tissue; and (3) the avoid- 
ance of radiation hazard to the nursing and technical 
staff. Further, the patient can attend for treatment as 
an out-patient and apart from the general anaesthetic 
needed for initial assessment no further anaesthesia is 
required. With these advantages in mind it was there- 
fore decided to treat a small series of such cases, only 
those in Stages II and III being selected for the study. 
The apparatus used, a rotating radioactive-cobalt unit, 
and the techniques employed are described in detail and 
illustrated by diagrams. Treatment was planned so as to 
irradiate the primary lesion in the cervix, the parametrium 
on both sides, and the internal, external, and lowermost 
common iliac lymph nodes; such a volume of treated 
tissues allows a margin in front of and behind the cervix, 
while still excluding the greater part of the bladder and 
rectum from the area of high dosage. The position of 
the cervix is located by inserting into the vagina a plastic 
rod on which a radio-opaque marker is mounted. The 
oval-shaped isodose volume is produced by the use of two 
equal arcs and two centres of rotation, the primary 
tumour at the cervix receiving 6,500 to 7,000 r. and the 
parametrium and the side-walls of the pelvis 6,000 to 
6,500 r. in the course of 6 weeks. The maximum daily 
dose is 200 to 230 r. 

Up to the present 17 cases have been treated since 
October, 1957, of which 12 were in Stage II and 5 in 
Stage III; they are described in detail together with their 
clinical response. So far 11 of these patients, 8 of those 
in Stage II and 3 in Stage III, have remained free of 
disease up to 15 months after treatment. Local reac- 
tions in the skin, bladder, rectum, and vagina were only 
slight, while constitutional upset was minimal. There 
was, however, no reduction in post-radiation pelvic 
fibrosis. Of the 6 patients who have died, 2 were shown 
to have widespread metastases throughout the abdomen 
and could probably not have been saved by any form of 
treatment. The author admits that it is premature to 
draw any valid conclusions from this small series, but 
suggests that the early impressions are encouraging. 

[The original paper should be read in full by those 
interested. ] R. D. S. Rhys-Lewis 


4 
+ 


iC 


References are to page numbers. 


Acetazolamide in hydrocephalus, phar- 
macological study, 99 
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brospinal fluids, 156 
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99 

Acne vulgaris, x-ray therapy, 175 
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naphthoate 
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on, 142 
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Allergy, 116 
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Amnesia, retrograde, after electric 
convulsion therapy, experimental 
study, 157 
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Anaemia in Bright’s disease, 141 
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differential diagnosis, 91 
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therapy, 134 
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134 
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Anaesthesia induction in young chil- 
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methazine during, 170 
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—-—, surgical treatment, follow-up 
study, 130 
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thermia in, 126 
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course and pathogenesis, 149 

Arrhythmia, fibrillation, due to quini- 
dine, preventive effect of ephedrine, 
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““ Cavodil ” in angina pectoris, 129 

Cerebrospinal fluid, intraspinal pres- 
sure, effect of succinylcholine on, 171 

—-—, protein composition, effect of 
obstructive lesions of central nervous 
system on, 89 

— —, serotonin and acetylcholine in, 
156 

Cervix uteri carcinoma, supervoltage 
irradiation of, 176 

Chemotherapy, 10I—2 

Children, see also Infants 

—, anaesthesia induction in, 170 

—, asthmatic, provocative tests with 
inhalant allergens in, 116 

diabetic, control of in, 145 

—,lead poisoning in, erythrocyte 
fluorescence as aid to rapid diagnosis, 
169 


Children, lymphadenitis in, due to 
paratuberculosis bacilli, 163 

—, poliomyelitis in, 103 

—, schizophrenic, borderline cases, 
symptomatology and course, 155 

—, —, vestibular dysfunction in, 155 

—, school phobia in, 164 

—, thyroid carcinoma in, 163 

Chloramphenicol ay in pre- 
mature infants, fatal circulatory 
collapse with, 162 

Chlorothiazide, antihypertensive 
action, relation between plasma and 
extracellular fluid volume depletion 
and, 131 

—in hypertension, comparison with 
hydrochlorothiazide, 131 

Chlorpropamide in diabetes, clinical 
study, 145 

Cholesterol level in serum, effect of 
replacement of dietary milk fat by 
soy-bean oil, 117 

Chromosomes, counts made on bone- 
marrow cells, interpretation of, 92 

— in pure gonadal dysgenesis, 165 

— of a true hermaphrodite, 165 

Cirrhosis, see Liver 

Coeliac disease and idiopathic sprue, 
apparent identical and specific nature 
of duodenal and proximal jejunal 
lesion in, 92 

—-—,iron absorption in, effect of 
corticosteroids and gluten-free diet 
on, 117 

Cold, common, virus isolation from, 95 

Colitis, ulcerative, clinical course of 
arthritis associated with, 147 

—,—, prednisolone in continuous 
treatment, 121 

—, —, right-sided or segmental, 121 

Congo red test, intravenous, in amyloi- 
dosis, fallacies and inaccuracies in, 89 

Convulsion therapy, electric, recovery 
of consciousness after, 157 

— —, —, retrograde amnesia after, 157 

Coronary artery disease, blood coagula- 
tion and fibrinolysis in relation to, 
327." 

—-—--—jin seven racial groups in 
Singapore, 127 

— — —, incidence in women castrated 
before menopause, 127 

— — —, thromboendarterectomy for, 
128 

Corticosteroids and antituberculous 
drugs in tuberculous pleural effusion, 
107 

— in tuberculous pleural effusion, 106 

Corticotrophin in lipoid nephrosis, 
effect of intermittent treatment, 140 

— — severe chronic asthma, effect of 
prolonged treatment, 116 

Cortisone in severe chronic asthma, 
effect of prolonged treatment, 116 

Cushing’s disease, radiological features 
of bone changes in, 174 

Cyanocobalamin metabolism in dis- 
seminated sclerosis, 149 : 

—, parenteral, in massive doses in 
maintenance therapy of pernicious 
anaemia, 134 

—, radioactive, absorption in perni- 
cious anaemia after long-term treat- 
ment, 134 


“ Daricon”, see Oxyphencyclimine 
hydrochloride 

Death in women, marital status and 
major causes of, 166 
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Depression, endogenous, imipramine 
treatment, 158 

—in childhood, relation of school 
phobia to, 164 

—, manic, length of stay in hospital in, 
154 

—, “‘nardil”’ treatment, 158 

“* Dermabrasion ”, see Skin abrasion 

Dermatology, 159-61 

Dermatomycosis due to Trichophyton 
rubrum, treatment with human im- 
mune globulin, 161* 

—., griseofulvin in, toxicological studies 
and effectiveness, 160 

—, persistent, griseofulvin treatment, 
160 

Diabetes mellitus, carcinoma of pan- 
creas and, 145 

— —, chlorpropamide treatment, clini- 
cal study, 145 

— — jin children, control of lipaemia 
in, 145 

Diarrhoea and adenovirus Type 7, 
association between, 104 

Dicyclomine hydrochloride for evening 
colic in infants, 163 

Diesel locomotive traffic in railway 
tunnel, air pollution hazards, 168 

Diethylcarbamazine in tropical pul- 
monary eosinophilia, 112 

Digitalis, prophylactic, effect on myo- 
cardial function after elective cardiac 
arrest, 123 

“Dilantin ”’, parenteral, in epilepsy, 
153 

Drugs, consistent differences in indi- 
vidual reactions to placebos and, 


9 

Dumping syndrome, cause of, and 
rationale of treatment, 119 

— factors responsible for symp- 
toms, I19 

Duodenitis, duodenal ulcer, and hyper- 
chlorhydria, clinical interrelation- 
ships, 121 

Duodenum ulcer, see Ulcer 

Dust, glass, biological effects, 167 

Dysentery bacilli, biological properties 
tested on chick embryos, and in ex- 
perimental dysenteric kerato-con- 
junctivitis, 95 


Effusion, tuberculous pleural, anti- 
tuberculous drugs with corticoster- 
oids in, 107 

—,— —, comparative functional stu- 
dies after treatment with and without 
corticosteroids, 106 

Electrocardiogram in diffuse lung 
disease, 125 

Electroencephalography in cerebral in- 
farction and ischaemia due to arterio- 
sclerosis, 150 

Emphysema, chronic, blood ammonia 
level in, 138 

—, electrocardiographic abnormalities 
in, 125 

Encephalitis, relation of epidemic ver- 
tigo to, 150 

Endocarditis, subacute bacterial, in 
older age group, 124 

Endocrinology, 142-5 

Eosinophilia, tropical pulmonary, di- 
ethylcarbamazine treatment, 112 

Ephedrine, preventive effect on auricu- 
lar fibrillation due to quinidine, 124 

Epilepsy impulsiveness, electro- 
encephalographic study in women, 
152 


Epilepsy, parenteral “ dilantin ”’ in, 153 

—, psychotic episodes between clinical 
seizures, clinical and _ electro- 
encephalographic manifestations, 152 

Erythrocyte, influence on blood coagu- 
lation, 91 

— fluorescence in lead poisoning in 
children, aid to rapid diagnosis, 169 

Erythropoiesis, effect of severe malnu- 
trition on, 115 

Evening colic in infants, dicyclomine 
hydrochloride treatment, 163 

“Evramycin ”’, see Triacetyl-oleando- 
myein 

Eye complications in sickle-cell haemo- 
globin C disease, 133 


Fibrillation, see Arrhythmia 

Fibrinogen prepared from “ time-ex- 
pired’”’ blood, survival in case of 
afibrinogenaemia, 133 

Fibrinolysis in relation to coronary 
disease, 127 

Forensic medicine, 169 

Furazolidone in shigellosis, 112 


Ganglion-blocking drugs, haemo- 
dynamic effects, 132* 

Gastrectomy, iron absorption after, 134 

Gastric acidity, effects of unbuffered 
and buffered, acetylsalicylic acid on, 


99 

— secretion, effect of oxyphencyclimine 
hydrochloride on, 99 

Gastroenterology, 119-22 

Genetics, medical, 165 

Geriatrics, see Old age 

Glass dust, biological effects, 167 

Gonad dysgenesis, chromosomes in, 165 

Gonococci, sensitivity to antibiotics 
and sulphadiazine, 108 

Gonorrhoea, penicillin aluminium 
monostearate and probenecid treat- 
ment, 108 

Griseofulvin in dermatomycosis, toxi- 
cological studies and effectiveness, 
160 

— — persistent fungal infections of 
skin, 160 

— — tinea capitis, 160 


Haematemesis from peptic ulcer, shor- 
ter conservative management, 120 

Haematology, clinical, 133-5 

Haemoglobin and haematocrit values 
during first day of life, 162 

— C disease, sickle-cell, ocular compli- 
cations, 133 

Haemoglobinuria, paroxysmal noctur- 
nal, thrombin-generation and clot- 
retraction studies in, 91 

Haemophilus influenzae, susceptibility 
to 21 antibiotics in vitro, 102 

Haemosiderin estimation in differential 
diagnosis of iron-deficiency and other 
anaemias, 91 

Halothane, hypotensive action, 170 

— in open heart surgery, technique for 
use with extracorporeal circulation, 
170 

Hamman-Rich syndrome, physiological 
dead space in; 138 

Heart, see also Carditis; Electrocardio- 
gram; Endocarditis; Myocardial 
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Heart arrest, elective, effect of pro- 
phylactic digitalization on myocar- 
dial function after, 123 

— disease, ischaemic, diets for lowering 
serum lipids in, 129 

——,—, ‘‘metamine” and “ nitro- 
glyn ”’ in, clinical trials, 129 

— failure, isobutamide treatment, 124 

—, mitral stenosis, re-stenosis after 
valvotomy, 127 

—, pulmonary stenosis, correlation be- 
tween haemodynamics and phono- 
cardiographic findings in, 124 

—,— veins, anomalous connexion, 
radiological diagnosis, 173 

— surgery, halothane in, technique for 
use with extracorporeal circulation, 
170 

— open, comparison of ‘‘ polybrene”’ 
and protamine for heparin neutral- 
ization in, 123 

Henoch-Schénlein syndrome, renal in- 
volvement in, 146 

Heparin neutralization in open heart 
surgery, comparison of ‘‘ polybrene ” 
and protamine for, 123 

Hepatitis carriers, serum glutamic 
oxalacetic transaminase activity in 
detection, 104 

Hermaphroditism, true, chromosomes 
of, 165 

Hexachlorophane prevention of sta- 

hylococcal infection in maternity 
ospital, 162 

Hexadimethrine bromide, see “‘ Poly- 
brene 

Hip involvement in ankylosing spondy- 
litis, 147 

Histoplasmosis in Delhi area, pilot 
survey, 113 

Hodgkin’s disease, relation of bone- 
marrow findings to serum-protein 
changes in, 135 

Homosexuality, body build in, 154 

Hookworm infestation, bephenium 
hydroxynaphthoate treatment, 114 

Hospital, mental, length of stay and 
factors influencing it, 154 

— stay of schizophrenic patients, social 
factors influencing, 155 

Hydrocephalus, acetazolamide in, phar- 
macological study, 99 

—,urinary phenolsulphonphthalein 
excretion test in, 151 ? 

“‘Hygroton ”’, oral, diuretic action, 
clinical studies, 99 - 

Hyperchlorhydria, duodenitis, and duo- 
denal ulcer, clinical interrelation- 
ships, 121 

Hyperparathyroidism in absence of 
bone disease, 142 

Hypertension, chlorothiazide in moder- 
ately severe and severe cases, 131 

—, hydrochlorothiazide treatment, 
comparison with chlorothiazide, 131 

—, portal, in hepatic sarcoidosis, 105 

—, renal function in, effect of amphe- 
none on, 132 

—,role in progression of athero- 
sclerosis, 130 

—, systemic, aetiology, 132 

Hyperthyroidism, see Thyrotoxicosis 

Hypnotherapy of warts, 159 

Hypometabolism, psychometric evalu- 
ation in, 117 

Hypoparathyroidism, relation of fami- 
lial calcification of basal ganglia to, 
150 

Hypotension, post-operative postural, 
171 
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Ileitis, regional, clinical course of 
arthritis associated with, 147 

ee in endogenous depression, 
15 

— treatment, motor function disturb- 
ance during, 158 

Impulsiveness, epileptic, in women, 
electroencephalographic study, 152 

Industrial medicine, 166-8 

Infants, evening colic in, dicyclomine 
hydrochloride treatment, 163 

—, newborn, haemoglobin and _ hae- 
matocrit values during first day of 
life, 162 

—,—, prevention of staphylococcal 
sepsis by hexachlorophane, 162° 

—, poliomyelitis in, 103 

—, premature, receiving chlorampheni- 
col, fatal circulatory collapse in, 162 

—,—, Spontaneous pneumothorax in, 
recognition of, 162 

—, protein malnutrition in, total ex- 
changeable potassium in, 115 

Infection, fungal, of skin, griseofulvin 
treatment, 160 

—, staphylococcal, genesis and spread 
in a medical ward, 166 

—,—,in hospitals, reversal of anti- 
biotic resistance in, 97 

—,—,— maternity hospital, preven- 
tion by hexachlorophane, 162 

Infectious diseases, 103-5 

Insecticide, ‘‘ baytex ’’, with low order 
of toxicity, 100 

Intestinal flora, fate of bacteria in 
jejunum, 89 


e, radioactive, in treatment of. 


multiple myeloma, 174 

Iridocyclitis, allergic origin, 116 

Iron absorption after gastric operations, 
134 

— win idiopathic steatorrhoea and 
coeliac disease, effect of corticoster- 
oids and of gluten-free diet on, 117 

— — — post-gastrectomy anaemia and 
achlorhydria, effect of ascorbic acid 
on, 134 

— deficiency anaemia, haemosiderin 
estimation and sideroblast counts in 
differential diagnosis, 91 

— metabolism, effect of severe mal- 
nutrition on, 115 

Isobutamide in heart failure, 124 


Jaundice, familial chronic idiopathic, 
sulphobromophthalein metabolism 
in, 122 

Jejunum, fate of bacteria in, 89 


Kanamycin in pulmonary tuberculosis 
during exacerbation with chemo- 
therapy, 106 

— — — —, experimental and clinical 
study, 107 

Kerato-conjunctivitis, experimental, 
biological properties of dysentery 
strains tested on, 96 

Ketosis, resistance to, in obesity, 118 

Kidney, see also Nephritis, etc. 

— failure, acute, review, 141* 

— involvement in Henoch-Schénlein 
syndreme, 146 

— — — Marfan’s syndrome, 140 

— — — systemic lupus erythematosus, 
clinical and anatomical study, 148 

Klinefelter’s syndrome, clinical and 
hormonal aspects, 143 


Kwashiorkor, haematological picture 
in, 114 

— in children, backgrounds and follow- 
up study, 115 


Latex-fixation test for rheumatoid 
arthritis, reactions with serum of 
syphilitics, 147 

Lead poisoning in children, erythrocyte 
ee as aid to rapid diagnosis, 
1609 

Leucocyte, normal, antigens of, 90 

Leukaemia, chronic lymphocytic, rela- 
tion of bone-marrow findings to 
serum-protein changes in, 135 

—,— myeloid, transformation into 
acute form, 135 

—, mechanism of anaemia in, 135 

Lipaemia in diabetes mellitus, control 
in children, 145 

Lipid level in serum, dietary reduction 
in ischaemic heart disease, 129 

Liver, see also Hepatitis 

— cirrhosis, comparison of alcoholic 
and non-alcoholic patients in Boston 
and London, 122 

— function in trypanosomiasis, 113, 

— — test, renal excretion of sulpho- 
bromophthalein as, 90 

— sarcoidosis, portal hypertension 
in, 105 

—, scintillation-counter scanning of 
radioactivity in, clinical value, 172 

Lung capacity, total, radiographic de- 
termination, 138 

— carcinoma, arterial invasion by car- 
cinoma cells in, 94 

— —, extrapulmonary manifestations, 
139 

— —, intracranial involvement, 94 

—-,involvement of pulmonary 
veins, 139 

— disease, diffuse, criteria for electro- 
cardiographic inference of, 125 

— —, —, electrocardiographic abnor- 
malities in, 125 

— function, regional, radioactive oxy- 
gen in study of, 136 

— tuberculosis, see Tuberculosis, pul- 
monary 

Lupus erythematosus, systemic, after 
idiopathic thrombocytopenic pur- 
pura, 148 

—— ,—, renal involvement in, 148 

Lymphadenitis in children due to para- 
tuberculosis bacilli, 163 

Lymphogranuloma venereum, clinical 
and pathological features, 110 

Lymphoma, malignant, mechanism of 
anaemia in, 135 

Lymphosarcoma, relation of bone- 
marrow findings to serum-protein 
changes in, 135 


Madelung’s deformity of wrist, genetic 
study, 165 
Magnesium deficiency tetany syndrome 
man, 118 “i 
ormation, ital, epidemio- 
logical study in Horthaiaptonahire, 


149 

Malnutrition, effect on erythropoiesis 
and iron metabolism, 115 

—, infantile, total exchangeable potas- 
sium in, 115 : 
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Marasmus, haematological picture in, 


114 

Marfan’s syndrome, renal abnormali- 
ties in, 140 

Melaena from peptic ulcer, shorter con- 
servative management, 120 

Melanoma, malignant, perfusion treat- 
ment, 101 

Memory, see Amnesia 

Mental hospital, see Hospital 

Mephenesin in rheumatic diseases, 146 

Merbentyl”’, see Dicyclomine hydro- 
chloride 

Metabolism, 117-18. See also Hypo- 
metabolism 

“*Metamine in ischaemic heart dis- 
ease, clinical trial, 129 

Methylthiouracil pre-treatment, effect 
on results of radioactive-iodine treat- 
ment of thyrotoxicosis, 144 

Microbiology, 95-7 

Mitral, see Heart 

Motor function disturbance during 
imipramine treatment, 158 

Muscle relaxants and pyrazole deriva- 
tives in rheumatic diseases, 146 

Mycobacteria, atypical, comparative 
pathogenicity and virulence, 96 

Mycosis, deep, amphotericin 'B treat- 
ment, side-effects, 105 

Myelitis, radiation, review of 10 cases, 


174 

Myelography in lesions of brachial 
plexus, 173 

—of vertebral canal, clinical and 
radiological findings, 172 

Myeloma, multiple, radioactive-iodine 
treatment, 174 

Myocardial fibrosis in fibrocystic dis- 
ease of pancreas, 93 

— infarction, acute, surgical treatment, 
129 

— —, vectorcardiography in, 126 

Myocarditis in paralytic poliomyelitis, 
103 


** Nardil ” in depressive states, 158 

Nasopharynx disorders in workers in 
sulphur mines, 167 

Nephritis, see also Bright’s disease 

—, chronic interstitial, and necrosis of 
renal papillae with prolonged inges- 
tion of phenacetin, 169 

Nephrosis, lipoid, prolonged intermit- 
tent corticosteroid treatment, effect 
on prognosis, 140 

Nephrotic syndrome, effect of norethan- 
drolone on serum albumin and serum 
lipid concentration in, 140 

— —, triamcinolone treatment, 141 

Nervous system, central, obstructive 
lesions of, effect on protein composi- 
tion of ventricular and cerebrospinal 
fluid, 89 

Neurology and neurosur¢gery, 149-53 

Neurosyphilis, parenchymatous, in ob- 
servation ward, 109 

Neutron-capture therapy of malignant 
vascular cerebellar tumour, 175 

Nilevar see Norethandrolone 

Nitrogen metabolism, effect of thyro- 
toxicosis on, 143 

** Nitroglyn in ischaemic heart dis- 
ease, clinical trial, 129 

Norethandrolone, effect on serum albu- 
min and serum lipid concentration in 
nephrotic syndrome, 140 
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| Novobiocin with and without tetra- 


cycline, antibacterial action of serum 
after ingestion, 102 

Nutrition, 117-18. See also Mal- 
nutrition 


Obesity, appetite suppressants in, 
evaluation, 98 

—., resistance to development of ketosis 
in, 118 

Oesophagitis, reflux, role of intrinsic 
sphincter mechanism in prevention, 


119 

Old age, pineal body in, 94 

— —, procaine treatment in, 98 

Oxygen, radioactive, in study of 
regional lung function, 136 

Oxyphencyclimine hydrochloride, effect 
on gastric secretion, 99 

Oxytetracycline in exacerbations of 
chronic bronchitis, 139 


Paediatrics, 162-4. For details see 
Children; Infants 

Pain mechanism in peptic ulcer, 121 

Palsy, cerebral, medical aspects of 
comprehensive survey of, 163 

Pancreas carcinoma in diabetes melli- 
tus, 145 

—- fibrocystic disease, myocardial fibro- 
sis in, 93 

Paraplegia, spastic, tigloidone treat- 
ment, 149 

Parasitology, 95-7 

Parathyroidectomy, renal phosphate 
excretion and hypophosphataemia 
after, 142 

Paratuberculosis bacilli causing lymph- 
adenitis in children, 163 

Parkinsonism, effect of chemosurgery 
of basal ganglia on intellectual func- 
tioning in, 151 

Paronychia, chronic, mycological and 
bacteriological study, 161 

Pathology, 89—94 

Penicillin aluminium monostearate in 
gonorrhoea, 108 

—in exacerbations of chronic bron- 
chitis, influence and cost, 139 

— types, relative antibacterial activity, 
102 

Pentobarbitone and thiopentone, com- 
parative durations of action, 100 

Pepsinogen level in plasma, relation to 
gastric function and gastric cell mass, 
go 

Perfusion treatment of carcinoma, 101 

Perphenazine, effect on post-anaes- 
thetic nausea and vomiting, 171 

Phagedaena, mycobacterial causative 
agents, 113 

Pharmacology, 98-100 

Phenacetin, prolonged ingestion, caus- 
ing chronic interstitial nephritis and 
necrosis of renal papillae, 169 

Phenelzine dihydrogen sulphate, see 
** Nardil ” 

Phenolsulphonphthalein urinary excre- 
tion test in hydrocephalus and re- 
lated conditions, 151 

Phonocardiography in pulmonary sten- 
osis, correlation between haemo- 
dynamics and phonocardiographic 
findings, 124 

Phosphate, renal excretion, effect of 
parathyroidectomy on, 142 


Phosphorus metabolism, effect of 
thyrotoxicosis on, 143 

Photoscanning”’ of liver, clinical 
value, 172 

Pineal body in old age, 94 

Piperazine-senna for threadworms in 
children, single-dose treatment, 105 

Placebo response, experimental studies 
on, 158* 

Pneumothorax, spontaneous, in prema- 
ture infants, recognition of, 162 

Poliomyelitis, acute-phase, respiratory 
disturbance in, 103 

— in infants and children, 103 

—, paralytic, myocarditis in, 103 

— vaccine, antibody response to in- 
creased amounts, 97 

“ Polybrene ” for heparin neutralization 
in open heart surgery, comparison 
with protamine, 123 

Polydipsia in injuries of cervical spinal 
cord, aetiology, 153 

Polyuria in injuries of cervical spinal 
cord, aetiology, 153 

Potassium, total exchangeable, in in- 
fantile protein malnutrition, 115 - 

Prednisolone in lipoid nephrosis, effect 
of intermittent treatment, 140 

— — severe chronic asthma, effect of 
prolonged treatment, 116 

—— ulcerative colitis, prolonged 
treatment, 121 

Prednisone in lipoid nephrosis, effect of 
intermittent treatment, 140 

— — syphilis, experimental and clini- 
cal findings, 109 

Pripsen ”’, see Piperazine-senna 

Probenecid in gonorrhoea, 108 

Procaine treatment in old age, 98 

Promethazine, circulatory effects dur- 
ing spinal analgesia, 170 

Protamine for heparin neutralization in 
open heart surgery, comparison with 
polybrene ”’, 123 

Protein composition of ventricular and 
cerebrospinal fluids, effect of ob- 
structive lesions of central nervous 
system on, 89 

— malnutrition in infants, total ex- 
changeable potassium in, 115 
—, serum and urinary, biological sig- 
nificance of anomalies in myelomato- 
sis, lymphoma, and other conditions, 
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Psoriasis, chemotherapy in, morpho- 
logical and physiological effects, 159 

Psychiatry, 154-8 

Psychoneurosis, length of stay in hos- 
pital in, 154 

Public health, 166-8 

Pulmonary stenosis, see Heart 

Purpura, idiopathic thrombocytopenic, 
systemic lupus erythematosus after, 
148 

—,— —, treatment, 133 

Pyrazole derivatives and muscle re- 
laxants in rheumatic diseases, 146 


Q fever in R.A.F. in Great Britain in 
1958, 104 

Quinidine-induced auricular fibrillation, 
preventive effect of ephedrine on, 124 


Radiation myelitis, review of 10 cases, 
174 
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Radiation thrombocytopenia, fresh 
disintegrated platelets in, correction 
of prothrombin consumption without 
correction of bleeding, 91 

Radiology, 172-6 

Resin, cation-exchange, in enhance- 
ment or suppression of bacterial 
growth in blood, 96 

Respiration, artificial, by insufflation, 
efficiency, 137 

—, —, insufflation through three chan- 
nels, comparison, 137 

—,—, manual methods, assessment of 
efficacy, 136 

—, — —, limits of efficiency, 136 

ReSpiratory system, 136-9 

Rheography in detection of fluctuations 
in blood flow, 126 

Rheumatic diseases, 146-8. See also 
Arthritis; Carditis 

— —, pyrazole derivatives and muscle 
relaxants in, 146 

Ringworm, see Tinea 

** Robuden ”’, effect on gastric secretion 
and clinical course of peptic ulcer, 
120 

Rubella, epidemiology and teratology, 
review, 104* 


Salicylate intoxication, experimental, 
intermittent peritoneal dialysis in, 
169 

Sarcoidosis, hepatic, portal hyperten- 
sion in, 105 

Schaumann bodies, nature and origin, 


92 
Schizophrenia after 40 years of age, 156 
—, chronic, effect of “‘ sernyl’”’ on, 156 
— in children, borderline cases, symp- 
tomatology and course, 155 
— — —, vestibular dysfunction in, 155 
_- , length of stay in hospital, 154 
, social factors influ- 
encing, 155 


“School phobia, follow-up study of 41 


cases, 164 

— —, relation to childhood depression, 
164 

Sclerosis, disseminated, cyanocobala- 
min metabolism in, 149 

Sedation in regional analgesia, 170 

Seminoma, late recurrent management 
of, 176 

Septicaemia, staphylococcal, vanco- 
mycin treatment, ror 

Sequestrene as anticoagulant for stored 
blood, assessment by erythrocyte 
sedimentation rate, 91 

““Sernyl”’, effect in chronic schizo- 
phrenia, 156 

Serotonin in ventricular and cerebro- 
spinal fluids, 156 

Shigellosis, furazolidone treatment, 112 

Shock therapy, see Convulsion therapy 

Sickle-cell haemoglobin-C disease, ocu- 
lar complications, 133 

Sideroblast count in differential diag- 
nosis of iron-deficiency and other 
anaemias, 91 

“Sigmamycin” in non-gonococcal 
urethritis, 111 

Skin abrasion, mechanical assessment 
of results, 159 

Smoking, see Tobacco 

Spinal cord, cervical, circulatory regu- 
lation in transection of, 153 

—-—,—, injury, causes of polyuria 
and polydipsia in, 153 
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Spondylitis, ankylosing, arthritis of 
hip in, 147 
Sprue, idiopathic, and coeliac disease, 
sphasent identical and specific nature 
duodenal and proximal jejunal 
lesion in, 92 
—,— non- ‘tropical, functional effici- 
ency of small intestine after pro- 
longed use of gluten-free diet in, 117 
Staphylococcus, see Infection; Septi- 
caemia 
Steatorrhoea, idiopathic, iron absorp- 
tion in, effect of corticosteroids and 
gluten-free diet on, 117 
Stomach, see Gastrectomy; Gastric 
Streptococci, haemolytic, leucocidal 
agents of, 96 
Succinylcholine, effect on cerebrospinal- 
fluid pressure, 171 
—, intravenous, influence on conjunc- 
tival vessels, 171 
Sulphadiazine sensitivity of gonococci, 


108 

Sulphobromophthalein metabolism in 
familial chronic idiopathic jaundice, 
122 

— renal excretion as test of liver func- 
tion, 90 

Sulphur-mine workers, changes in nose 
and pharynx of, 167 

Syphilis, see also Neurosyphilis 

— diagnosis, treponemal immobiliza- 
tion test, simplification by use of 
deep- -frozen syphilitic rabbit testes, 
108 

—., prednisone treatment, experimental 
and clinical findings, 109 


Tetany due to magnesium deficiency in 
man, 118 

Tetracycline in exacerbation of chronic 
bronchitis, influence and cost, 139 

— with and without novobiocin, anti- 
bacterial action of serum after inges- 
tion, 102 

Therapeutics, 98-100 

Thiocyanate, thyroidal response to, 144 

Thiopentone and pentobarbitone, com- 
parative durations of action, 100 

Threadworm infestation in children, 
piperazine-senna treatment by single 
dose, 105 

Thrombin generation and clot retrac- 
tion studies in paroxysmal nocturnal 
haemoglobinuria, 91 

Thrombocytopenia, radiation, disinte- 
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